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ABSTRACT

Background

Healing of venous leg ulcers is improved by the use of compression bandaging but some venous ulcers remain unhealed, and some people
are unsuitable for compression therapy. Pentoxifylline, a drug which helps blood flow, has been used to treat venous leg ulcers.

Objectives

To assess the effects of pentoxifylline (oxpentifylline or Trental 400) for treating venous leg ulcers, compared with a placebo or other
therapies, in the presence or absence of compression therapy.

Search methods

For this fifth update we searched the Cochrane Wounds Group Specialised Register (searched 20 July 2012); The Cochrane Central Register
of Controlled Trials (CENTRAL) (The Cochrane Library 2012, Issue 7); Ovid MEDLINE (2010 to July Week 2 2012); Ovid MEDLINE (In-Process
& Other Non-Indexed Citations, July 19, 2012); Ovid EMBASE (2010 to 2012 Week 28); and EBSCO CINAHL (2010 to July 13 2012).

Selection criteria

Randomised trials comparing pentoxifylline with placebo or other therapy in the presence or absence of compression, in people with
venous leg ulcers.

Data collection and analysis

One review author extracted and summarised details from eligible trials using a coding sheet. One other review author independently
verified data extraction.

Main results

No new trials were identified for this update. We included twelve trials involving 864 participants. The quality of trials was variable. Eleven
trials compared pentoxifylline with placebo or no treatment. Pentoxifylline is more effective than placebo in terms of complete ulcer
healing or significant improvement (RR 1.70, 95% Cl 1.30 to 2.24). Pentoxifylline plus compression is more effective than placebo plus
compression (RR 1.56, 95% Cl 1.14 to 2.13). Pentoxifylline in the absence of compression appears to be more effective than placebo or no
treatment (RR 2.25, 95% Cl 1.49 to 3.39).

More adverse effects were reported in people receiving pentoxifylline (RR 1.56, 95% CI 1.10 to 2.22). Nearly three-quarters (72%) of the
reported adverse effects were gastrointestinal.
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Authors' conclusions

Pentoxifylline is an effective adjunct to compression bandaging for treating venous ulcers and may be effective in the absence of
compression. The majority of adverse effects were gastrointestinal disturbances.

PLAIN LANGUAGE SUMMARY

Pentoxifylline for treating venous leg ulcers.

Venous leg ulcers are a common, recurring and disabling condition. The mainstay of treatment is the use of firm compression bandages or
stockings to support the veins of the leg. Some leg ulcers take many months or years to heal and treatment is aimed at preventing infection
and speeding up healing. Pentoxifylline is a tablet taken to improve blood circulation. The review of trials suggests that pentoxifylline, 400
mg tablet taken three times a day, increases the chance of healing.

Pentoxifylline for treating venous leg ulcers (Review) 2
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BACKGROUND

Leg ulcers are wounds on the lower limb that have remained
unhealed for four to six weeks. The condition is thought to affect
about one per cent of the population at some time in their
life, with more women than men being affected (Callam 1985).
Point or period prevalence of leg ulcers ranges from 0.4/1000 to
1.9/1000 population and prevalence increases with age (Callam
1985; Baker 1991; Walker 2002a). Approximately 50 to 70% of leg
ulcers are venous in origin. Prevalence of venous ulcers ranges
from 0.62/1000 to 1.6/1000 (Baker 1991; Nelzén 1994). It is likely
that both these estimates are underestimating actual prevalence,
as capture-recapture analysis to estimate missing cases in another
prevalence study suggested a substantially greater prevalence than
these studies identified (Walker 2002b).

The association between calf-pump insufficiency and ulceration
has long been known (Browse 1983). Two hypotheses have
been advanced to explain the microcirculatory changes observed
with venous ulceration. Browse 1982 proposed that venous
hypertension increases capillary permeability leading to the
formation of an impermeable pericapillary fibrin cuff causing local
tissue ischaemia. However, Coleridge Smith 1988 argued that the
fibrin cuff is secondary to occlusion of capillaries by plugs of
white cells, which creates distal ischaemia. The trapped white
cells release agents which damage the endothelium, increasing
capillary permeability and allowing the formation of the fibrin cuff.
More recently, Coleridge Smith 1993 has suggested that it is the
infiltration of the skin by white cell products alone that mediates
tissue destruction.

Pentoxifylline, a haemorheological agent, is known to influence
microcirculatory blood flow and oxygenation of ischaemic tissues,
although the actual mechanism of action is uncertain (Brenner
1987; Stellin 1989). It is thought to increase red and white
cell filterability, and decrease whole blood viscosity, platelet
aggregation and fibrinogen levels (Brenner 1987; Colgan 1990a).

Another Cochrane review has shown that compression therapy
increases the proportion of healed venous ulcers (O'Meara 2012).
However, despite the use of compression, a proportion of venous
ulcers remain unhealed and therapies additional to compression
may be beneficial. Pentoxifylline as an adjunct to compression
therapy in venous ulcers has been the subject of trials that have
reported conflicting results (Colgan 1990; Dale 1999). Pentoxifylline
has also been compared with placebo without compression as
standard therapy (Weitgasser 1983).

OBJECTIVES

To assess the effects of pentoxifylline in the treatment of venous leg
ulcers, when compared with placebo, both as an adjunct to, and in
the absence of compression therapy.

To determine whether pentoxifylline improves the healing of
venous leg ulcers when compared with other therapies.

METHODS

Criteria for considering studies for this review
Types of studies

We included trials if the allocation of participants was described as
randomised. Trials must have used an objective or operationalised
measure of healing.

Types of participants

We included studies involving people of any age in any care
setting described as having venous leg ulcers. As there is no
agreed standard for the diagnosis of venous ulceration, it was not
possible to apply a standard definition. As a minimum, diagnosis
of venous disease had to be derived from clinical signs and
symptoms consistent with venous hypertension (i.e. ulcer located
in the medial gaiter area; presence of varicose veins, eczema,
pigmentation, induration and oedema, in any combination).

Types of interventions

1. pentoxifylline compared with placebo (without compression);
2. pentoxifylline compared with placebo (with compression);

3. pentoxifylline compared with other therapy (with or without
compression).

Types of outcome measures
Primary outcomes

» time to complete healing;
« numbers of leg ulcers completely healed;
« percentage change in ulcer area.

Secondary outcomes

« adverse effects;
» cost.

Search methods for identification of studies
Electronic searches

The search methods section for the fourth update of this review can
be found in Appendix 1.

For this fifth update we searched the following electronic
databases:

« The Cochrane Wounds Group Specialised Register (searched 20
July 2012);

« The Cochrane Central Register of Controlled Trials (CENTRAL)
(The Cochrane Library 2012, Issue 7);

« Ovid MEDLINE (2010 to July Week 2 2012)

« Ovid MEDLINE (In-Process & Other Non-Indexed Citations, July
19, 2012);

« Ovid EMBASE (2010 to 2012 Week 28);

« EBSCO CINAHL (2010 to July 13 2012)

The following search strategy was used in The Cochrane Central
Register of Controlled Trials (CENTRAL):

#1 MeSH descriptor Leg Ulcer explode all trees

#2 (varicose NEXT ulcer*) or (venous NEXT ulcer*) or (leg NEXT
ulcer*) or (foot NEXT ulcer*) or (stasis NEXT ulcer*) or ((lower

Pentoxifylline for treating venous leg ulcers (Review)
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NEXT extremit*) NEAR/2 ulcer*) or (crural NEXT ulcer*) or “ulcus
cruris”:ti,ab,kw

#3 (#1 OR #2)

#4 MeSH descriptor Pentoxifylline explode all trees

#5 pentoxifylline or oxpentifylline

#6 trental or torental or techlon or tarontal or sipental or hemovas
or harine or felxital or elorgan or ebisan or ceretal or azupentat or
artal

#7 (#4 OR #5 OR #6)

#8 (#3 AND #7)

The search strategies for Ovid MEDLINE, Ovid EMBASE and EBSCO
CINAHL can be found in Appendix 2, Appendix 3 and Appendix
4 respectively. The Ovid MEDLINE search was combined with
the Cochrane Highly Sensitive Search Strategy for identifying
randomised trials in MEDLINE: sensitivity- and precision-
maximizing version (2008 revision); Ovid format (Lefebvre 2011).
The EMBASE and CINAHL searches were combined with the trial
filters developed by the Scottish Intercollegiate Guidelines Network
(SIGN) (SIGN 2008). We did not apply any date or language
restrictions.

Searching other resources

We searched the bibliographies of all retrieved and relevant
publications identified by these strategies for further studies.
We contacted the manufacturer (Sanofi-Aventis) through the
Australasian office for details of studies on pentoxifylline in leg
ulcers, this was not repeated for this update.

Data collection and analysis
Selection of studies

Two review authors (BA, AJ) independently assessed titles and
abstracts of studies from the search for relevance and design, in
accordance with the selection criteria. We obtained articles if they
satisfied the inclusion criteria, or if there was any doubt regarding
exclusion. Two review authors (AJ, BA) independently selected the
trials for inclusion; we resolved disagreements by discussion.

Data extraction and management

One review author extracted data unblinded (AJ
review author checked this for accuracy (JW).

) and another

Assessment of risk of bias in included studies

We assessed the risk of bias of each included study using the
Cochrane Collaboration tool for assessing risk of bias (Higgins
2009). This tool addresses specific domains, namely sequence
generation, allocation concealment, blinding, incomplete outcome
data, selective outcome reporting and other issues (e.g. extreme
baseline imbalance)(see Appendix 5 for details of criteria on which
the judgement will be based). A risk of bias table was completed for
each eligible study.

We will present assessment of risk of bias using a 'risk of bias
summary figure', which presents all of the judgments in a cross-
tabulation of study by entry. This display of internal validity
indicates the weight the reader may give the results of each study
(see Figure 1; Figure 2).

Figure 1. Methodological quality graph: review authors' judgements about each methodological quality item

presented as percentages across all included studies.

Fandom sequence generation (selection hias) - |

Allocation concealment (selection bias) - |

Blinding (performance bias and detection hias) _
Incomplete outcome data (attrition bias) _

I:I':}f:- 25%

EEI'E"-‘:. ?5% 1EIEI'::~’:.

. Lowy risk of hias

|:| Lnclear risk of hias

B Hiah risk of bias

Pentoxifylline for treating venous leg ulcers (Review)

Copyright © 2012 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



= 3 Cochrane
st g Library

Trusted evidence.
Informed decisions.
Better health.

Cochrane Database of Systematic Reviews

Figure 2. Methodological quality summary: review authors' judgements about each methodological quality item

for each included study.
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Figure 2. (Continued)

Wieitgasser 1983
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Data synthesis

We expressed results as risk ratio (RR) with 95% confidence
intervals (Cl). In the absence of significant heterogeneity, we used a
fixed effects model when combining studies. Where heterogeneity
was significant, we used a random effects model. Where trials
excluded withdrawals after randomisation from the analysis, the
withdrawals were incorporated back into the study results, either
in the group from which they withdrew (if identified) or as failures
in the treatment group. We calculated the number needed to treat
from the pooled risk ratio using the formula 1/((RR-1) X PEER),
where the patient expected event rate (PEER) was the lowest and
highest control group event rate from among the pooled trials,
as suggested in the Cochrane Reviewers Handbook 4.2.0 (Clarke
2003). Values for the NNT were rounded up to nearest whole
number. To examine the extent that publication bias may have
influenced findings, we used Begg and Mazumdar's rank correlation
test (Begg 1994), a statistical analogue of testing the funnel plot for
symmetry by "eye-ball".

Subgroup analysis and investigation of heterogeneity

We specified subgroup analyses prior to synthesis of the studies;
these comparisons included pentoxifylline compared with placebo
or no treatment, with compression as a background therapy,
pentoxifylline compared with placebo or no treatment, and
pentoxifylline compared with other drug treatments. We assessed
statistical heterogeneity using Chi-square and 12 (Higgins 2002;
Higgins 2003). The 12 indicates the percentage of between-
study variation explained by true heterogeneity rather than
chance effect. Where statistical heterogeneity was present (p<0.1),
the likely cause was investigated using pre-specified sensitivity
analyses, to compare the impact of variations in methodology
(allocation concealment, blinding, outcome), treatment (duration
of treatment, absence of compression) and sample population.
Probable cause was indicated when 12 returned to near zero levels.

RESULTS

Description of studies
Results of the search

In the searches for this review, we assessed 69 citations (de
duplicated across multiple databases). We included 12 trials and
excluded 14 from the review. We did not identify any unpublished
studies. We obtained further information to clarify details of the
reports from trialists involved in Schiirmann 1986; Colgan 1990;
Dale 1999 and Falanga 1999.

Included studies

Twelve trials met the inclusion criteria; 11 trials compared
pentoxifylline with placebo (Weitgasser 1983; Schiirmann 1986;
Arenas 1988; Colgan 1990; Barbarino 1992; Pizarro 1996; Herdy
1997; Dale 1999; Falanga 1999; Belcaro 2002) or no treatment

(Nikolovska 2002) and one trial compared pentoxifylline with the
anticoagulant defibrotide (Apollonio 1992).

Compression was a standard treatment in seven studies
(Schiirmann 1986; Apollonio 1992; Barbarino 1992; Pizarro 1996;
Dale 1999; Falanga 1999; Belcaro 2002). The type of compression
varied between studies and within one study: two layer systems
were used by Colgan 1990; Apollonio 1992; Barbarino 1992 and
Belcaro 2002; Unna boot was used by Falanga 1999; and Dale 1999
used both single layer and four layer systems balanced within a
factorial trial. Schiirmann 1986 also used short stretch bandages
(personal communication, R Eberhardt), while Pizarro 1996 did
not describe the type of bandages used. Four studies compared
pentoxifylline with matching placebo (Weitgasser 1983; Arenas
1988; Herdy 1997) or no systemic treatment (Nikolovska 2002), in
the absence of compression.

The trials varied in the method used to diagnose venous ulceration.
Nine trials reported the method of diagnosis: Arenas 1988 used
clinical history and the presence of palpable pulses; Colgan
1990 used clinical examination and ankle brachial pressure index
(ABPI) >0.8; Barbarino 1992 used ABPI>0.8, venous ankle pressure
(Bartolo's method), valvularincompetence and presence of venous
reflux as determined by continuous wave Doppler ultrasound;
Pizarro 1996 determined the presence of venous insufficiency
using photoplethysmograph, pneumoplethysmography, Doppler
venous studies and ABPI; Herdy 1997 used clinical assessment
without specifying what this meant; Dale 1999 used clinical
assessment, ABPI>0.8 and presence of venous reflux as determined
by continuous wave Doppler ultrasound (Prescott 1998); Falanga
1999 used clinical assessment (presence of hyperpigmentation,
lipodermatosclerosis, varicose veins and medial location of ulcer)
and presence of venous reflux as determined by continuous
wave Doppler ultrasound; Belcaro 2002 used clinical examination,
ABPI 0.8 to 1.1, and colour duplex scanning; Nikolovska 2002
used clinical signs (hyperpigmentation, lipodermatosclerosis,
varicosities and oedema), ABPI>0.85 and venous refilling time < 25
seconds as determined by photoplethysmograph.

The majority of trials attempted to include only participants
with venous aetiology by excluding participants with other
diseases likely to cause ulceration (Arenas 1988; Apollonio 1992;
Barbarino 1992; Herdy 1997; Dale 1999; Falanga 1999; Belcaro 2002;
Nikolovska 2002). One trial implied that people with concurrent
diseases such as diabetes were included (Weitgasser 1983). Colgan
1990 included people with diabetes if their ulcer was considered
venousin origin. All the people with diabetes in this trial were in the
pentoxifylline arm (Colgan 1990b).

Five of the 12 studies did not report the setting in which the
trial took place (Weitgasser 1983; Schiirmann 1986; Arenas 1988;
Apollonio 1992; Herdy 1997); five of the remaining studies were
community based (Colgan 1990; Pizarro 1996; Dale 1999; Falanga
1999; Belcaro 2002). Barbarino 1992 admitted all people to hospital
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for seven days, and then discharged them to community treatment.
Nikolovska 2002 recruited both inpatients and outpatients.

The duration of ulceration prior to inclusion in the trial was
specified in five of the 12 trials (Colgan 1990; Barbarino 1992;
Dale 1999; Falanga 1999; Belcaro 2002); the mean or median ulcer
duration prior to trial entry was four to 26 months. Two studies did
not report the required duration prior to trial entry, but specified
therapy-resistant ulcers as an inclusion criteria (Weitgasser 1983;
Apollonio 1992).

It is assumed that all trials used oral medication. The oral dose
was 1200 mg daily (in three divided doses) in all studies, with
the exception of Falanga 1999 who also compared 2400 mg daily
(in three divided doses) in a three arm trial. Barbarino 1992 also
included an intravenous dose (400 mg daily in two divided doses),
in addition to the oral dose, for the duration of the seven day
hospital stay.

Excluded studies

In previous searches 14 out of the 30 studies retrieved clearly did
not meet the inclusion criteria: one because the outcome was a
physiological assay not meaningful to patients (Mirshahi 1995);
one because group allocation was not randomised (Angelides
1992), and 12 because they were uncontrolled trials (Krstic 1979;
Pemler 1979; Weitgasser 1982; Dvorkin 1985; Herger 1986; Galbiati
1987; Angelides 1989; Palomares 1991; de Freitas 1995; Koshkin
1996; Trattner 1996; Chodynicka 1999). In addition, we have now
excluded two trials that were previously awaiting assessment as
the authors had been approached for more detail: one trial because
the corresponding author is unwilling to contribute the study to
a meta-analysis, a statistical procedure he considers misleading
(de Sanctis 2002), and the second trial reported as a conference
abstract because there has been no response to correspondence
sent to the author and electronic searching has failed to reveal an
email address or the full text publication of the study (Marchitelli
1992), both of these trials were positive trials with more healing in
the pentoxifylline groups than the comparison groups..

Risk of bias in included studies

Studies varied in risk of bias and/or reporting of methods.
All studies were described as randomised controlled trials,
randomisation strategies being reported in only two studies
(Colgan 1990; Dale 1999), although one trial (Belcaro 2002) stated
they followed the same method as Colgan 1990. Allocation
concealment was reported in two trials (Dale 1999; Falanga 1999).
Eight studies were described as double-blind comparisons of
pentoxifylline with a placebo (Weitgasser 1983; Arenas 1988; Colgan
1990; Barbarino 1992; Pizarro 1996, Dale 1999; Falanga 1999;
Belcaro 2002), although only four studies described how a level
of blinding was achieved (Weitgasser 1983; Pizarro 1996; Dale
1999; Falanga 1999). One trial was described as a single-blind
comparison, but did not describe who was blinded (Schiirmann
1986). None of the eight blinded trials reported any un blinding of
patients, so it was assumed that blinding was satisfactory. One trial
did notreport blinding (Herdy 1997) and two trials were not blinded
(Apollonio 1992; Nikolovska 2002).

With the exception of two trials (Weitgasser 1983; Arenas 1988)
all studies reported objective data from which comparisons could
be established. We included Weitgasser 1983 and Arenas 1988
because they had operationally defined an outcome (i.e. complete

healing, significant improvement) and were reported as double
blind; therefore a subjectivity in the assessment of significant
improvement would apply across both groups. Three trials (Dale
1999; Falanga 1999; Nikolovska 2002) reported a priori sample size
calculations. One trial (Dale 1999) reported use of an intention to
treat analysis. Falanga 1999 used intention to treat analysis for all
people who had enrolled and for whom one follow-up visit was
documented but this trial excluded two participants from their final
analysis. Six other studies either had no withdrawals (Schiirmann
1986; Apollonio 1992; Barbarino 1992; Herdy 1997) or included the
withdrawals in the analysis as treatment failures (Colgan 1990;
Nikolovska 2002). The remaining studies excluded withdrawals
from their analysis.

Two trials did not report any data on baseline comparability
(Schiirmann 1986; Apollonio 1992), although Schiirmann stated
data was comparable and baseline mean ulcer size was able
to be calculated from outcome data (ulcer size at baseline and
conclusion for each patient).

Table 1 summarises criteria by trial and risk of bias summary
figures: Figure 1; Figure 2

Effects of interventions

The majority of studies reported either complete healing of the
reference ulcer or all ulcers on the reference leg as the primary
outcome, or provided individual data from which proportions
healed could be calculated. In one study (Falanga 1999) proportions
healed were extrapolated from the life table analysis. Herdy 1997
reported the area for each participant's ulcer at baseline and
trial completion. No ulcers completely healed. Rather than report
a single trial as continuous data, the operational definitions for
healing or significant improvement from Arenas 1988 were applied
to create categorical data from Herdy 1997. No ulcers met this
criterion in either arm. One trial (Falanga 1999) compared two
different doses of pentoxifylline (1200 mg and 2400 mg daily) with
the placebo. For the purposes of this analysis, the two treatment
arms were added together and we conducted sensitivity analyses
to test the impact of this. In addition, this study also excluded
2 participants after randomisation. These participants have been
added to the denominator in the treatment arm as treatment
failures, in order to prevent over-estimation of the treatment effect.
Another trial (Pizarro 1996) was a four arm trial, in which two arms
received the same dose of pentoxifylline and two arms received
a placebo. Following advice from the Cochrane Wound Groups
editorial base, we decided to combine the two pentoxifylline arms
and the two placebo arms.

Pentoxifylline compared with placebo or no treatment
Complete Healing or Significant Improvement

Eleven trials (Weitgasser 1983; Schiirmann 1986; Arenas 1988;
Colgan 1990; Barbarino 1992; Pizarro 1996; Herdy 1997; Dale
1999; Falanga 1999; Belcaro 2002; Nikolovska 2002) involving
841 participants were combined using a random effects model.
Participants receiving pentoxifylline were more likely to heal than
those receiving the control treatment (RR 1.70, 95% Cl 1.30 to 2.24)
(Analysis 1.1). However, the test for heterogeneity was significant
and 60% of the between study variation was due to heterogeneity
rather than chance. We conducted sensitivity analyses to test
the relative impacts of blinding (excluding single or open label
trials)(Analysis 1.2), treatment duration (excluding trials with short
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treatment regimens)(Analysis 1.3), outcome choice (excluding trials
reporting complete healing and significant improvement)(Analysis
1.4), treatment choice (excluding trials not using compression)
(Analysis 1.5) and type of participant (excluding trials that recruited
hard-to-heal participants)(Analysis 1.6). The 12 respectively was
65.4%, 69.8%, 62.5%, 64.3% and 0.3%. Heterogeneity was near-
zero when trials that specifically recruited hard-to-heal participants
were excluded. We were not able to test the impact of allocation
concealment, as only one trial had reported explicitly how
allocation was concealed up to the point of randomisation.

Side Effects

Nine trials (Weitgasser 1983; Schiirmann 1986; Arenas 1988; Colgan
1990; Barbarino 1992; Herdy 1997; Dale 1999; Falanga 1999;
Nikolovska 2002) involving 549 participants were combined using a
fixed effects model. The incidence of side effects was significantly
higher in people treated with pentoxifylline (RR 1.56, 95% ClI
1.10 to 2.22)(Analysis 1.7), although this result was sensitive to
the exclusion of Nikolovska 2002, an open label study (RR 1.28,
95%Cl 0.89 to 1.84). In studies that described adverse effects, the
majority of side effects in pentoxifylline treated participants were
gastrointestinal disturbances (72%). Three trials (Schiirmann 1986;
Barbarino 1992; Herdy 1997) that reported side effects had no
withdrawals and four trials (Arenas 1988; Colgan 1990; Dale 1999;
Nikolovska 2002) that reported side effects also reported reasons
for withdrawals; 30% of participants reporting side-effects in the
seven trials cited side effects as the reason for withdrawal.

Begg's adjusted rank correlation test for the 11 trials in which
pentoxifylline was compared to either placebo or no treatment
(excluding the trial that had zero events in both groups) indicated
publication bias to be unlikely (Spearman correlation coefficient
r=0.079, p=0.83).

Pentoxifylline with compression

Seven trials (Schirmann 1986; Colgan 1990; Barbarino 1992;
Pizarro 1996; Dale 1999; Falanga 1999; Belcaro 2002) involving
659 participants were combined using a random effects model.
Participants receiving pentoxifylline were more likely to heal than
those receiving compression plus placebo (RR 1.56, 95% Cl 1.14
to 2.13)(Analysis 2.1). However, the test for heterogeneity was
significant and 64% of the between-study variation was due
to heterogeneity rather than chance. Three trials (Colgan 1990;
Barbarino 1992; Belcaro 2002) recruited hard-to-heal participants.
When these trials (n=264) were combined using a fixed effects
model, participants receiving pentoxifylline were more likely to
heal than those receiving compression plus placebo (RR 2.36, 95%
Cl1.74 to 3.19)(Analysis 2.2). This result was robust to combination
using a random effects model. Participants receiving pentoxifylline
in trials that did not specifically recruit hard-to-heal participants
were also more likely to heal than those receiving placebo although
with reduced effect (RR 1.20, 95% CI 1.01 to 1.43)(Analysis 2.3).

Pentoxifylline without compression

Four trials (Weitgasser 1983; Arenas 1988; Herdy 1997; Nikolovska
2002) involving 182 participants were combined using a fixed
effects model. Participants receiving pentoxifylline were more
likely to heal than those receiving the control treatment (RR
2.25, 95% Cl 1.49 to 3.39)(Analysis 3.1). This result was robust to
combination using a random effects model. As there was very little

heterogeneity, and only one trial recruited participants with hard-
to-heal ulcers, no sensitivity analysis was performed.

Pentoxifylline compared with defibrotide (compression as
standard therapy)

One trial (Apollonio 1992) involving 23 participants compared
defibrotide with pentoxifylline (all patients received compression
as a standard therapy). There was no significant difference in
healing at three months (RR 1.12,95% Cl 0.81 to 1.55)(Analysis 4.1).
All trial participants had healed ulcers by six months.

DISCUSSION

On the basis of current evidence pentoxifylline appears to be an
effective treatment for venous leg ulcers, either as an adjuvant to
compression, or alone where compression cannot be used. Most
side effects were gastrointestinal effects, and were tolerated by
participants.

Pentoxifylline with compression

Pentoxifylline is an effective adjunct to compression therapy.
Overall there was an absolute increase in healing of 21% (95%CI 8
to 34%) in favour of pentoxifylline as an adjuvant to compression.
As control event rates ranged from a high of 62.2% to a low of
16.67%, the NNT may range from 3 (95%Cl 2 to 12) to 11 (95%Cl
6 to 43). The cost-effectiveness of pentoxifylline and compression
was reported alongside one of the included trials (Bosanquet
1995; Dale 1999), but this information has yet to be fully reported.
However, economic modelling involving four of the trials that
used pentoxifylline as an adjuvant to compression (Schiirmann
1986; Colgan 1990; Dale 1999; Falanga 1999) suggested a mean
cost saving of GBP 98.09 (95%Cl -49.21 to 245.00) per QALY
gained if pentoxifylline was used (Iglesias 2006). The dominance of
pentoxifylline if the other three trials were included in an economic
analysis is currently unknown. However, it seems most likely that
pentoxifylline would remain the dominant economic strategy given
the additional trials favoured pentoxifylline.

Where participants were sampled from a hard-to-heal population,
the absolute increase in healing was 37% (95% CI 26 to 48%).
As control event rates ranged from a high of 28.6% to a low of
16.67%, the NNT may range from 7 (95%Cl 4 to 25) to 11 (95%CI 6
to 43). Other trials may also have inadvertently recruited hard-to-
heal participants as part of their sample. An individual patient data
meta-analysis using a prognostic index could test the hypothesis
that pentoxifylline is more effective as an adjuvant in hard-to-heal
populations and "normal healing" participants.

Pentoxifylline without compression

Pentoxifylline appears to be more effective than placebo or no
treatment in the absence of compression. The absolute increase
in healing was 23% (95%Cl 4 to 43). As control event rates ranged
from a high of 27.5%% to a low of 23.3%, the NNT may range from
3 (95%Cl 2 to 8) to 4 (95%ClI 2 to 9). This finding suggests it should
be considered for use in people unable to tolerate compression
bandaging, or those who do not want to use compression.

Limitations

Subgroup analyses are observational and thus prone to bias.
In addition subgroup using a threshold of 5% for statistical
significance means there is a 1:20 chance that a subgroup
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analysis will be significant by chance alone. Although hard-to-
heal participant populations appear to explain the statistical
heterogeneity amongst the included trials, such a conclusion may
be misleading. Therefore these analyses should be considered
exploratory rather than conclusive.

Although analysis suggests publication bias is unlikely to be
present, the threat cannot be ruled out. We have received advice
that a negative study of pentoxifylline in venous ulceration remains
unpublished (possibly called the PRIDE study). However, we have
not been able to locate any information about such a study, despite
[1] the manufacturer searching their internal database, [2] requests
for more information from the two sources of the information,
and [3] letters to relevant journals. If any readers have information
about such a negative trial, we would welcome their contacting
us. In the absence of such information, we calculated a fail-safe N
(Rosenthal 1984) to determine how many unpublished null studies
would be necessary to reduce our findings from significant to non-
significant: 120 null studies would be needed. It should be noted
that the fail-safe N can only be an overestimate of the number
of negative studies needed to refute our findings (Soeken 2003).
However, until credible information becomes available about a
negative study, we believe current evidence supports the use of
pentoxifylline.

AUTHORS' CONCLUSIONS

Implications for practice

Pentoxifylline is an effective adjunct to compression bandaging
for treating venous ulcers. In the absence of compression,
pentoxifylline also appears to be effective for treating venous
ulcers. The majority of adverse effects were gastrointestinal
disturbances (nausea, indigestion and diarrhoea).

Implications for research

The quality of the research and reporting was variable, with early
studies being of poorer quality. Important messages for future
studies are:

1. Futuretrials should be registered with a WHO approved registry.

2. The CONSORT statement (Moher 2001) should be used as a
guideline for reporting.

3. Recruitment numbers should be based onan a priorisample size
calculation given that the likely treatment benefit can now be
inferred.

4, Compression therapy should be clearly described, to assist with
appropriate combination of trials.

5. Objective outcome measures should be used. Examples
include complete healing or absolute change in ulcerated
area (including standard deviations). Time to healing, whether
average or median, isanimportant outcome for clinical practice,
but is infrequently reported.

6. Where multiple ulcers exist, complete healing of all ulcers, even
if bilateral, should be the endpoint in a drug trial.

7. Short duration trials should be avoided.

8. Analysis should be by intention-to-treat of all people following
randomisation.

9. An economic analysis incorporating recently located trials
should be undertaken.

Areas for further investigation include:

1. An individual participant meta-analysis to test the relative
effects of pentoxifylline on participants meeting criteria for
slow-to-heal ulcers in comparison with those that might be
considered "normal" healers.

2. Cost effectiveness in people unable to tolerate compression.

3. Trials of lower doses to test efficacy and tolerability.

4. Trials to test effect on prevention of recurrence.
ACKNOWLEDGEMENTS
We would like to thank:

« Virginia Silvia of Sanofi-Aventis for searching the manufacturer's
databases and obtaining requested reports.

« Andrea Nelson, Rick and Monika Wiechula, Sarah Hetrick (Co-
ordinator, Cochrane Subfertility and Dysmenorrhoea Group),
Jorg Neumann, Martin O'Flaherty (Hospital Universitario
Austral, Buenos Aires) and Felice Mussico (Azienda Ospedaliera
San Camillo-Forlanini, Rome) for assistance with translations.

« Mary Paula Colgan, Reinhild Eberhardt, Andrea Nelson and
Vincent Falanga for providing clarification regarding their trials.

« David Margolis, C Vaughan Ruckley, June Jones, Linda O'Flynn,
Anne-Marie Bagnall, Peter Johnston, and Nicky Cullum who peer
reviewed the review for methodological rigour, readability and
clinical relevance.

« Helen Handoll and Rajan Madhok (University of Hull, UK) for
comments on the review post-publication.

Pentoxifylline for treating venous leg ulcers (Review)

Copyright © 2012 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Trusted evidence.
Informed decisions.
Better health.

= 3 Cochrane
st g Library

Cochrane Database of Systematic Reviews

REFERENCES

References to studies included in this review

Apollonio 1992 {published data only}

Apollonio A, Angeletti R. Conservative treatment of venous leg
ulcers (pentoxifylline vs defibrotide) [Terapia conservativa delle
ulcere flebostatiche (confronto tra pentossifillina e defibrotide
impiegati per via generale)]. Giornale Italiano di Angiologia
1992;12(3):151-6.

Arenas 1988 {published data only}

Arenas R, Atoche C. Postthrombotic leg ulcers: safety and
efficacy of treatment with pentoxifylline (Double-blind study in
30 patients). Dermatologia Revista Mexicana 1988;32(2):34-8.

Barbarino 1992 {published data only}

Barbarino C. Pentoxifylline in the treatment of venous leg
ulcers. Current Medical Research and Opinion 1992;12(9):547-51.

Belcaro 2002 {published data only}

Belcaro G, Cesarone MR, Nicolaides AN, de Sanctis MT,
Incandela L, Geroulakos G. Treatment of venous ulcers with
pentoxifylline: a 6-month randomized, double-blind, placebo
controlled trial. Angiology 2002;53(Suppl. 1):545-547.

Colgan 1990 {published data only}

Colgan MP, Dormandy J, Jones P, Shanik G, Schraibman |,
Young R. The efficacy of Trental in the treatment of venous
ulceration [abstract]. Phlebologie 1989:1154.

* Colgan MP, Dormandy JA, Jones PW, Schraibman IG,
Shanik DG, Young RAL. Oxpentifylline treatment of venous
ulcers of the leg. BMJ 1990;300(6730):972-5.

Dormandy J, Colgan MP, Jones E, Schreibman I, Schenik D,
Young R. Results of a double-blind controlled study of Trentalin
venous ulcers [abstract]. Journal of Dermatologic Surgery and
Oncology 1990; Vol. 16, issue 1:91.

Dale 1999 {published data only}

Dale JJ, Ruckley CV, Harper DR, Gibson B, Nelson EA,

Prescott RJ. A factorial trial of drugs, dressings and bandages
in the treatment of leg ulcers. Proceedings of the 5th European
Conference on Advances in Wound Management; 1995, 21-24
November; Harrogate, UK. London: MacMillan, 1996.

Dale JJ, Ruckley CV, Harper DR, Gibson B, Nelson EA,
Prescott RJ. A randomised double-blind placebo controlled
trial of Oxpentifylline in the treatment of venous leg ulcers.
Phlebology 1995;Suppl 1:917-8.

* Dale JJ, Ruckley CV, Harper DR, Gibson B, Nelson EA,

Prescott RJ. Randomised, double blind placebo controlled trial
of pentoxifylline in the treatment of venous leg ulcers. BMJ
1999;319:875-8.

Prescott RJ, Nelson EA, Dale JJ, Harper DR, Ruckley CV. Design
of randomized controlled trials in the treatment of leg ulcers:
more answers with fewer patients. Phlebology 1998;13:107-11.

Falanga 1999 {published data only}

Falanga V. High doses of pentoxyfylline accelerate the healing
of venous ulcers. Journal of Investigative Dermatology
1999;112(4):564.

* Falanga V, Fujitana RM, Diaz C, Hunter G, Jorizzo J,
Lawrence PF, et al. Systemic treatment of venous leg ulcers
with high doses of pentoxifylline: efficacy in a randomized,
placebo-controlled trial. Wound Repair and Regeneration
1999;7(4):208-13.

Herdy 1997 {published data only}

Herdy CDC, Thomaz JB, Souza SR, Robadey RA, Rodolfo R.
Efficacy of pentoxifylline in the healing of venous leg ulcers: a
clinical comparative study [Acao da pentoxifilina na cicatrizacao
das ulceras de estase: Um estudo clinico-comparativo]. Arquivos
Brasileiros de Medicina 1997;71(4):157-61.

Nikolovska 2002 {published data only}

Nikolovska S, Pavlova L, Petrova N, Gocev G, Ivanovski M.
Pentoxifylline - efficient in the treatment of venous ulcers in
the absence of compression. Acta Dermatovenerologica Croatia
2002;10(1):9-13.

Pizarro 1996 {published data only}

Pizarro |, Aburto EUI, Parra JA, Bianchi V, Ibanez F, Salas S, et
al. Venous leg ulcers: in search of the best treatment [Ulceras
venosas de las piernas : en busca del mejor tratamiento].
Revista Chilena de Cirugia 1996;48(5):453-60.

Schiirmann 1986 {published data only}

Schiirmann W, Eberhardt R. The efficacy of pentoxifylline added
to topical and compression therapy in patients with varicose
and postthrombotic leg ulcers [Wirksamkeit von Pentoxifyllin
als Zusatz zu Kompressions- und Lokaltherapie bei Patienten
mit Ulcus cruris varicosum/postthromboticum]. Therapiewoche
1986;36:2343-5.

Weitgasser 1983 {published data only}

* Weitgasser H. The use of pentoxifylline (Trental 400) in
the treatment of leg ulcers: results of a double-blind trial.
Pharmatherapeutica 1983;2(Suppl 1):143-51.

Weitgasser H. Use of pentoxifylline (Trental 400) in the
treatment of leg ulcers. Results of a double-blind study [Zur
Anwendung von Trental 400 in der Ulcus-cruris-Behandlung.
Ergebnisse einer Doppelbindstudie]. Therapiewoche
1977;27:2767-74.

References to studies excluded from this review

Angelides 1989 {published data only}

Angelides NS, Weil von der Ahe CA. Effect of oral pentoxifylline
therapy on venous lower extremity ulcers due to deep venous
incompetence. Angiology 1989;40(8):752-62.

Pentoxifylline for treating venous leg ulcers (Review)

10

Copyright © 2012 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Trusted evidence.
Informed decisions.
Better health.

= 3 Cochrane
st g Library

Cochrane Database of Systematic Reviews

Angelides 1992 {published data only}

Angelides AN, Angastiniotis C, Pavlides N. Effect of pentoxifylline
on treatment of lower limb ulcers in patients with thalassemia
major. Angiology 1992;43:549-54.

Chodynicka 1999 {published data only}

Chodynicka B, Laudaska H, Reduta T. Application of
pentoxifylline to treatment of leg ulcers: a Polish multicenter
study. Polski Merkuriusz Lekarski 1999;6(36):322-5.

de Freitas 1995 {published data only}

de Freitas JPG, Rodrigues AM, Salewski E, Lacerda MH,
Rodrigo FMG. Venous leg ulcer: clinical study with Trental and
compression bandaging. European Journal of Clinical Research
1995;7:127-33.

de Sanctis 2002 {published and unpublished data}

de Sanctis MT, Belcaro G, Cesarone MR, Ippolito E,
Nicolaides AN, Incandela L. Treatment of venous ulcers with
pentoxifylline: a 12-month, double-blind, placebo controlled
trial. Microcirculation and healing. Angiology 2002;53(Suppl
1):549-S51.

Dvorkin 1985 {published data only}

Dvorkin SB, Chernooky GP. Conservative treatment of trophic
skin ulcers with trental. Vestnik Dermatologii i Venerologii
1985;Apr(4):51-2.

Galbiati 1987 {published data only}

* Galbiati G, Carnovali M. Pentoxifylline in the therapy of venous
and artero-venous trophic ulcers of the lower limbs [Utilita
della pentossifillina nella terapia delle ulcere distrofiche su
base venosa e mista degli arti inferiori]. Gionale Italiano di
Dermatologia e Venereologia 1987;122:21-4.

Herger 1986 {published data only}

Herger, R. The significance of the microcirculation in the
treatment of leg ulcers. Therapiewoche 1986;36:3818-28.

Koshkin 1996 {published data only}
Koshkin VM, Bogdanets LI, Makarova LD. Treatment of trophic

ulcers of the lower extremities with "Trental-400". Khirurgiia
1996;1(4):49-51.

Krstic 1979 {published data only}

Krstic, A. Trental in treatment of leg ulcers [Primena Trentala
U Lecenju Ulcus Cruris]. Acta Dermatovenerologica lugoslavica
1979;6(1):63-6.

Marchitelli 1992 {published and unpublished data}
Marchitelli E, Pepe R, Gloria R, Bartoletti PL. Therapy by

pentoxifylline in post-phlebitic leg ulcers: clinical and TcPO2
changes. Phlebologie 1992;92:1339-40.

Mirshahi 1995 {published data only}

Mirshahi S, Soria J, Mirshahi M, Soria C, Lenoble M, Vasmant D,
et al. Expression of elastase and fibrin in venous leg ulcer
biopsies: A pilot study of pentoxifylline versus placebo. Journal
of Cardiovascular Pharmacology 1995;25(Suppl 2):5101-S105.

Palomares 1991 {published data only}

de la Paz Palomares M, Ortiz-Santamaria R, Arenas R. Ulcers of
the leg. Treatment with pentoxifylline in 24 patients [Ulceras
de pierna. Tratamiento con pentoxifilina en 24 pacientes].
Dermatologia Revista Mexicana 1991;XXXV:6.

Pemler 1979 {published data only}

Pemler K, Penth B, Adams HJ. Pentoxifylline medication
within the scope of leg-ulcer therapy. Results of a field study
using Trental 400 [Pentoxifyllin-Medikation im Rahmen

der Ulcus-cruris-Behandlung]. Fortschritte der Medizin
1979;97(21):1019-22.

Trattner 1996 {published data only}

Trattner A, David M. Venous leg ulcers treated with compression
bandaging in combination with pentoxifylline [Abstract]. Skin
Pharmacology 1996;9:166.

Weitgasser 1982 {published data only}

Weitgasser H, Schmidt-Modrow G. Trental forte in leg ulcer
therapy: Result of a field study. Zeitschrift fur Hautkrankheiten
1982;57:1574-80.

Additional references

Baker 1991

Baker SR, Stacey MC, Jopp-McKay AG, Hoskin SE, Thompson PJ.
Epidemiology of chronic venous ulcers. British Journal of
Surgery 1991;78:864-7.

Begg 1994

Begg CB, Mazumbar M. Operating characteristics of a
rank correlation test for publication bias. Biometrics
1994;50:1088-1101.

Bosanquet 1995

Bosanquet N, Franks PJ, Brown D, Straub J, Harper DR,
Ruckley CV. Cost effectiveness of oxpentifylline in venous ulcer
healing. Phlebology 1995;Suppl 1:36.

Brenner 1987

Brenner MA. Nonhealing venous stasis ulcers: pentoxifylline
as adjunctive therapy. Journal of American Podiatric Medical
Association 1987;77(11):586-8.

Browse 1982
Browse NL, Burnand KG. The cause of venous ulceration. Lancet
1982;2(8292):243-5.

Browse 1983
Browse NL. Venous ulceration. British Medical Journal
1983;286:1920-2.

Callam 1985

Callam MJ, Ruckley CV, Harper DR, Dale JJ. Chronic ulceration
of the leg: Extent of the problem and provision of care. British
Medical Journal 1985;290(6485):1855-6.

Pentoxifylline for treating venous leg ulcers (Review)

11

Copyright © 2012 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Trusted evidence.
Informed decisions.
Better health.

= 3 Cochrane
st g Library

Cochrane Database of Systematic Reviews

Clarke 2003

Clarke M, Oxman AD (eds). Cochrane Reviewers' Handbook 4.2.0

[Updated March 2003] In: The Cochrane Library, Issue 2, 2003.
Update Software, 2003.

Coleridge Smith 1988
Coleridge Smith PD, Thomas P, Scurr JH, Dormandy JA. Causes

of venous ulceration: A new hypothesis. British Medical Journal
1988;296(6638):1726-7.

Coleridge Smith 1993
Coleridge Smith. Pathogenesis of Chronic Venous Insufficiency

and Possible Effects of Compression and Pentoxifylline. Yale
Journal of Biology and Medicine 1993;66(1):47-59.

Colgan 1990a

Colgan MP. Oxpentifylline looks promising for leg ulcers.
Prescriber 1990;November:48-50.

Colgan 1990b

Colgan MP. Oxpentifylline treatment of venous leg ulcers
(Letter). BMJ 1990; Vol. 300, issue 6730:972-5.

Higgins 2002

Higgins JPT, Thompson SG. Quantifying heterogeneity in a
meta-analysis. Statistics in Medicine 2002;21:1539-58.

Higgins 2003

Higgins JPT, Thomspon SG, Deeks JD, Altman DG. Measuring
inconsistency in meta-analyses. BMJ 2003;327:557-60.

Higgins 2009

Higgins JPT, Altman DG, on behalf of the Cochrane Statistical
Methods Group and the Cochrane Bias Methods Group (Editors).
Chapter 8: Assessing risk of bias in included studies. In: Higgins
JPT, Green S (editors). Cochrane Handbook for Systematic
Reviews of Interventions Version 5.0.2 [updated September
2009]. The Cochrane Collaboration, 2009. Available from
www.cochrane-handbook.org.

Iglesias 2006

Iglesias CP, Claxton K. Comprehensive decision-analytic model
and Bayesian value-of-information analysis. Pentoxifylline in
the treatment of chronic venous leg ulcers. Pharmacoeconomics
2006;24(5):465-78.

Lefebvre 2011

Lefebvre C, Manheimer E, Glanville J, on behalf of the Cochrane
Information Retrieval Methods Group. Chapter 6: Searching for

studies. In: Higgins JPT, Green S (editors). Cochrane Handbook

for Systematic Reviews of Interventions Version 5.1.0 [updated

March 2011]. The Cochrane Collaboration, 2011. Available from
www.cochrane-handbook.org.

Moher 2001

Moher D, Schulz KF, Altman D, for the CONSORT Group. The
CONSORT Statement: Revised recommendations for improving

the quality of reports of parallel-group randomized trials. JAMA
2001;285(15):1987-91.
Nelzén 1994

Nelzén O, Berqvist D, Lindhagen A. Venous and non-venous leg
ulcers: clinical history and appearance in a population study.
British Journal of Surgery 1994;81:182-7.

0O'Meara 2012

O'Meara S, Cullum NA, Nelson EA. Compression for venous leg
ulcers. Cochrane Database of Systematic Reviews 2012, Issue 11.
[DOI: 10.1002/14651858.CD000265.pub2]

Prescott 1998

Prescott RJ, Nelson EA, Dale JJ, Harper DR, Ruckley CV. Design
of randomized controlled trials in the treatment of leg ulcers:
more answers with fewer patients. Phlebology 1998;13:107-13.

Rosenthal 1984
Rosenthal R. Meta-analysis procedures for social research.
Beverly Hills: Sage, 1984.

SIGN 2008

Scottish Intercollegiate Guidelines Network (SIGN). Search
filters. Available from http://www.sign.ac.uk/methodology/
filters.html#random (accessed December 2008).

Soeken 2003
Soeken KL, Sripusanapan A. Assessing publication bias in meta-
analysis. Nursing Research 2003;52(1):57-60.
Stellin 1989
Stellin GP, Waxman K. Current and potential therapeutic effects
of pentoxifylline. Comprehensive Therapy 1989;15(5):11-3.
Walker 2002a

Walker N, Rodgers A, Birchall N, Norton R, MacMahon S.
The occurrence of leg ulcers in Auckland: results of a
population-based study. New Zealand Medical Journal
2002;115(1151):159-62.

Walker 2002b

Walker NK, Vandal AC, Holden JK, Rodgers A, Birchall N,

Norton R, MacMahon S. Does capture-recapture analysis
provide more reliable estimates of the incidence and prevalence
of leg ulcers in the community. Australian and New Zealand
Journal of Public Health 2002;26(5):451-5.

References to other published versions of this review

Jull 2002

Jull A, Waters J, Arroll B. Pentoxifylline for treatment of venous
leg ulcers: a systematic review. Lancet 2002;359(9317):1550-4.

* Indicates the major publication for the study

Pentoxifylline for treating venous leg ulcers (Review)

12

Copyright © 2012 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


https://doi.org/10.1002%2F14651858.CD000265.pub2

= COCh rane Trusted evidence.
o § d decisions.
N LI b ra ry g‘e;::':eal:l:.lswns

Cochrane Database of Systematic Reviews

CHARACTERISTICS OF STUDIES

Characteristics of included studies [ordered by study ID]

Apollonio 1992

Methods

RCT; two arm parallel group; blinding not reported; two treatments.

Participants

23 participants; setting not stated.

Inclusion criteria: venous ulcers unresponsive to local therapy.

Exclusion criteria: ulcers of arterial, lymphatic, dermatological, infectious, neoplastic, neurotrophic or
mixed vascular origin.

Mean age: Gpl. 46 years, Gp2. 51 years.

Mean ulcer size: Gpl. 19.6 cm?, Gp2. 18.1 cm?.

Mean venous pressure: Gpl. 109 mmHg, Gp2. 112 mmHg.

Obesity: Gpl. 5, Gp2. 4.

Mean duration of ulcer (overall): 5.3 months.

Interventions

Group 1: (n=12) defibrotide 800mg in two divided doses daily.
Group 2: (n=11) pentoxifylline 400mg tds.
Treatment duration: 6 months.

Outcomes Complete healing at 3 months: Gp1l. 11/12 (92%), Gp2. 9/11 (82%).
Complete healing at 6 months: Gp1.12/12, Gp2. 11/11.
Mean reduction in size at 3 months (cm?): Gp1. 18.32, Gp2. 14.94.
Side effects: Gp1. 1/12, Gp2. 4/12.
Withdrawals: nil.
Notes A third selected cohort receiving no treatment was used as a comparison group.
Risk of bias
Bias Authors' judgement  Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Quote: "This randomized study ...".
Comment: No reason to doubt this statement but method for achieving ran-
domisation not reported. The baseline table is broadly equivalent, although
with some differences between groups, but to be expected with small num-
bers.

Allocation concealment
(selection bias)

Unclear risk Comment: No description of allocation concealment or blinding (which would
generally facilitate allocation concealment if blinding is organised through
third party).

Blinding (performance
bias and detection bias)
All outcomes

High risk Comment: No description in abstract or translation of methods and materials
and presumed not to have been done, given active treatments.

Incomplete outcome data
(attrition bias)
All outcomes

Low risk Comment: 23 patients enrolled in two active arms and 23 patients followed
up.

Arenas 1988

Methods

RCT; two arm parallel group; double blind; matching placebo.

Participants

30 participants; setting not stated.
Inclusion criteria not reported.

Pentoxifylline for treating venous leg ulcers (Review)
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Arenas 1988 (Continued)

Exclusion criteria: Buerger's disease; vascular surgery within previous 3 months; history of lumbar sym-
pathectomy; acute thrombotic disease; hypersensitivity to xanthines; addiction to analgesia; anticoag-
ulant/vasoactive or antiplatelet medication within previous 4 weeks; metabolic or haemorrhagic disor-
ders; severe infection.

No data reported on baseline comparability.

Interventions

Group 1: (n=18) pentoxifylline 400mg tds.
Group 2: (n=12) placebo.
Treatment duration: six months.

Outcomes Healing & significant improvement (operationalised as complete closure or > 60% reduction in size):
Gpl.7/18 (39%), Gp2. 3/12 (25%).
Side effects: Gp1. 3/18, Gp2. 0/12.
Withdrawals: (n=5) Gp1l. 3, Gp2. 2. Reasons: inadequately reported.
Notes Data not clearly reported; total numbers involved the trial may be 32, not 30.
Number of participants greater in pentoxifylline group, raising questions about randomisation.
Risk of bias
Bias Authors' judgement  Support for judgement

Random sequence genera-  Unclear risk Quote: "Arandomized double-blind comparison between pentoxifylline and
tion (selection bias) placebo was conducted in 30 patients".
Comment: No reason to doubt random generation, but method for achieving
randomisation not reported and baseline table not presented.
Allocation concealment Unclear risk Quote: "Arandomized double-blind comparison between pentoxifylline and
(selection bias) placebo was conducted in 30 patients".
Comment: Unclear as method for achieving blinding (which would generally
facilitate allocation concealment if blinding organised through third party) not
reported.
Blinding (performance Unclear risk Quote: "Arandomized double-blind comparison between pentoxifylline and
bias and detection bias) placebo was conducted in 30 patients".
All outcomes Comment: Method for blinding not reported, although described as dou-
ble-blind. Probably done but cannot be completely assured.
Incomplete outcome data High risk Quote: "Treatment was discontinued in five patients [30 randomised] ... Evalu-

(attrition bias)
All outcomes

ation performed on 15 patients from the pentoxifylline group and 10 patients
from the placebo group".
Comment: Five patients excluded from analysis.

Barbarino 1992

Methods

RCT; two arm parallel group; double blind; matching placebo

Participants

12 participants treated for one week as inpatient and eight weeks as outpatients.

Inclusion criteria: ulcer>two years duration, ulcer resistant to conventional therapy, ABI > 0.8.
Exclusion criteria: chronic peripheral obstructive arterial disease; diabetes; disorders of circulatory sys-
tem.

Mean age: Gpl. 63 years, Gp2. 65 years.

Mean ulcer duration: Gpl. 27 months, Gp2. 26 months.

Mean ulcer size: Gpl. 14.1 cm?, Gp2. 14.5 cm?.

Mean ABI: Gp1. 0.84, Gp2. 0.85.

Interventions

Group 1: (n=6) pentoxifylline 400mg tds, plus two layer compression bandaging.

Pentoxifylline for treating venous leg ulcers (Review) 14
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Barbarino 1992 (continued)

Group 2: (n=6) placebo plus two layer compression bandaging.
Treatment duration: seven days inpatient, 60 days outpatient.

Outcomes Complete healing: Gpl. 4/6 (66%), Gp2. 1/6 (17%).

Mean reduction in ulcer size (percent): Gpl. 91%, Gp2. 58%.
Side effects: Gp1. 2/6 (33%), Gp2. 1/6 (17%).
Nil withdrawals.

Notes Each participant tested for responsiveness to treatment prior to randomisation and then underwent
washout period for two weeks. During hospitalisation, participants received 200mg intravenous pen-
toxifylline twice daily in addition to oral dose (1200mg) or matching placebo.

Risk of bias

Bias Authors' judgement  Support for judgement

Random sequence genera-  Unclear risk Quote: "Six patients were allocated at random to receive ... The control group

tion (selection bias) received matching placebo in an identical regimen".

Comment: No reason to doubt random generation as baseline table equiva-
lent, but method for achieving randomisation not reported.

Allocation concealment Unclear risk Comment: Unclear as method for achieving blinding (which would generally

(selection bias) facilitate allocation concealment if blinding organised through third party) not

reported.

Blinding (performance Unclear risk Quote: "The control group received matching placebo in an identical regi-

bias and detection bias) men."

All outcomes Comment: Method for blinding not reported, although described as dou-

ble-blind. Probably done but cannot be completely assured.

Incomplete outcome data  Low risk Comment: Individual case data presented for each participant at baseline and

(attrition bias)
All outcomes

end of study. Complete case follow up achieved.

Belcaro 2002

Methods

RCT; two arm parallel group; method reported to follow that of Colgan 1990; double blind; matching
placebo.

Participants

172 participants; outpatient clinics.

Inclusion criteria: Ulcers unhealed after two months outpatient treatment; ulcer size 2-15cm2; ABI>0.8,
clinically venous and colour duplex scanning indicated ulcer due to venous hypertensive microan-
giopathy.

Exclusion criteria: ABI>1.1; any vascular disease; diabetics; any other disease requiring pharmacologi-
cal treatment.

Mean age: Gpl. 64 years, Gp2. 64 years.

Mean ulcer duration: Gpl. 4 months, Gp2. 4 months.

Mean ulcer size: Gp1l. 5.3cm2, Gp2. 5.0cm2.

Mean ABI: not reported.

Interventions

Group 1 (n=84): pentoxifylline 400mg tds plus two layer compression bandaging (Dauerbinde).
Group 2 (n=88): placebo plus two layer compression bandaging.
Treatment duration: Until healed or six months.

Outcomes Complete healing: Gpl. 55/84 (65%), Gp2. 24/88 (27%).
Mean reduction in ulcer size: Gpl. 87%, Gp2. 47%.
Side effects: Authors state no important side effects observed.
Pentoxifylline for treating venous leg ulcers (Review) 15
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Belcaro 2002 (continued)

Withdrawals: (n=12), Gp1. 2/84 (2%), Gp2. 10/88 (11%). Reasons: Unclear.

Notes Complete healing = complete epithelialisation of reference ulcer (largest ulcer on leg). Treatment with
PTX increased management costs by 21%; non-healing in group two increased management costs by
44%. Difference significant (p<0.05).

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Quote: "This independent study (prospective, randomized, double-blind and
placebo-controlled) was conducted in GCP according to the protocol pub-
lished by Colgan and associates ...".

Comment: No reason to doubt random generation as baseline table equiva-
lent, but method for achieving randomisation not reported in this study report
however the study by Colgan did undertake adequate sequence generation.

Allocation concealment Unclear risk Comment: Unclear as method for achieving blinding (which would generally

(selection bias) facilitate allocation concealment if blinding organised through third party) not
reported.

Blinding (performance Unclear risk Quote: "This independent study (prospective, randomized, double-blind and

bias and detection bias)
All outcomes

placebo-controlled) ... ".
Comment: Probably done, although method not described.

Incomplete outcome data
(attrition bias)

High risk Quote: "One hundred seventy-two patients were included and 160 completed
the study (82 equivalent to 97.6% in the PXF group and 78 out of 88 equivalent

All outcomes to 88.6% in the placebo group) ... Complete healing of the reference ulcer oc-
curred in 55 of 82 (67%) in the PXF group and 24 of 78 (30.7%) ...".
Comment: 12 patients excluded from primary analysis, although included in
life-table methods, presumably as treatment failures.
Colgan 1990
Methods RCT; two arm parallel group; double blind; matching placebo

Participants

80 participants in four centres; outpatient clinics.

Inclusion criteria: at least two months standard treatment with no improvement, ABI > 0.8, ulcer clini-
cally venous, no contraindication to pentoxifylline.

Exclusion criteria: not reported.

Mean age (years): Gpl. 71, Gp2. 70.

Mean duration of ulcer: Gpl. 6 months, Gp2. 9 months.

Mean ulcer size: Gpl. 5.2 cm?, Gp2. 4.7 cm?.

Mean ABI: Gpl. 1.05, Gp2. 1.06.

Interventions

Group 1: (n=38) PTX 400mg tds, plus two layer compression bandaging.
Group 2: (n=42) placebo, plus two layer compression bandaging.
Treatment duration: until reference ulcer healed or 24 weeks.

Outcomes

Number healed at 24 weeks: Gp1l. 23/38 (60%), Gp2. 12/42 (29%).

Side effects: Gp1. 17/38, Gp2. 14/42.

Withdrawals: (n=12), Gp1. 3/38, Gp2. 9/42.

Reasons: Group 1 - oedema & depression, dyspepsia & diarrhoea, vomiting. Group 2 - purpura, skin
rash, dizziness & diarrhoea, cellulitis & pain, headache & nausea, misdiagnosed pemphigoid, poor com-
pliance.

Pentoxifylline for treating venous leg ulcers (Review) 16
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Colgan 1990 (Continued)

Notes Complete healing = complete re-epithelialisation of reference ulcer (largest ulcer) on leg. Block ran-
domisation by separate lists for each centre; allocation concealment not reported. Administrative sup-
port provided by drug's manufacturer.

Risk of bias

Bias Authors' judgement  Support for judgement

Random sequence genera-  Low risk Quote: "Randomisation was performed in balanced blocks of eight with a sep-

tion (selection bias) arate list for each centre ... Eighty patients were randomly allocated to receive
either oxpentifylline or placebo.".

Allocation concealment Unclear risk Quote: Randomisation was performed in balanced blocks of eight with a sepa-

(selection bias) rate list for each centre".
Comment: Probably done, but not clearly stated how allocation concealment
achieved, especially as method for achieving blinding (which would generally
facilitate allocation concealment if blinding organised through third party) not
reported.

Blinding (performance Unclear risk Quote: "The trial design was a prospective, randomised, double blind, place-

bias and detection bias) bo-controlled, parallel group study ... ".

All outcomes Comment: Probably done, although method not described.

Incomplete outcome data  Low risk Quote: "The results were analysed by life-table method, which gives the pro-

(attrition bias)
All outcomes

portion of ulcers healed at each visit and takes into account dropout rates".
Comment: Dropouts treated as treatment failures and included in analysis. ITT
analysis achieved in essence.

Dale 1999

Methods

Factorial RCT; sequential sealed envelope; double blind; matching placebo

Participants

200 participants in two centres; outpatient centres.

Inclusion criteria: Age > 18; duration > two months; ulcer size > 1cm diameter; pure venous aetiology.
Exclusion criteria: Ml in past three months; haemorrhage in past eight weeks; hypersensitivity to xan-
thines, pentoxifylline, and drinks containing cola or caffeine; systemic treatment with corticosteroids,
cytotoxics, naftidrofuryl, oxyrutin, anticoagulants, fibrinolytics or experimental drugs with last three
months; lumbar sympathectomy within last three weeks; presence of right heart failure; serum creati-
nine > 180 micromol/litre; hepatic insufficiency; diabetes; malignant disease; rheumatoid arthritis or
severe connective disorder; limited physical capacity orimmobility; infected or gangrenous ulcer; ulcer
less than 1cm in one dimension; presence of ulcer < two months; admission to hospital likely to be re-
quired for > 10 days; pregnancy, lactation, inadequate contraception; life expectancy < six months.
Mean age: Gpl. 71 years, Gp2. 68 years.

Median ulcer duration: Gp1l. 6 months, Gp2. 4 months.

Median maximum ulcer diameter: Gp1. 2.7 cm, Gp2. 2.9 cm.

Interventions

Factorial trial with multiple interventions balanced between groups i.e. two types of compression and
two types of dressings evenly balanced between treatment and control groups.

Group 1 (n=101): PTX 400mg tds, plus compression (either elastic single layer or four layer bandage),
plus wound dressing (knitted viscose or hydrocolloid).

Group 2 (n=99): placebo plus compression (either elastic single layer or four layer bandage), plus
wound dressing (knitted viscose or hydrocolloid).

Treatment duration: 24 weeks

Outcomes Number healed at 24 weeks: Gp1l. 65/101 (64%), Gp2. 52/99 (52%).
Side effects: Gp1. 3/101, Gp2. 3/99.
Withdrawals: (n=22), Gp1. 11/101, Gp2. 11/99.
Pentoxifylline for treating venous leg ulcers (Review) 17
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Dale 1999 (continued)

Reasons: side effects (Gpl. 4/101, Gp2. 3/99), no reason (Gp1l. 1/101, Gp2. 0/99), medication stopped
when patient hospitalised (Gpl. 1/101, Gp2. 3/99), exclusion criteria discovered after entry (Gp1. 2/101,
Gp2.2/99), medication omitted by patient >14 days (Gp1. 1/101, Gp2. 2/99), died (Gp1. 2/101, Gp2.
0/99), intercurrentillness (Gp1. 1/101, Gp2. 0/99).

Notes Complete healing = healing of all ulcers on reference leg. Intention to treat analysis. A priori sample size
calculation. Study supported drug's manufacturer and manufacturer of one compression system (Con-
vaTec).

Risk of bias

Bias Authors' judgement  Support for judgement

Random sequence genera-  Low risk Quote: "Patients were randomised in a 1:1 ratio, by centre, to receive pentox-

tion (selection bias) ifylline in 400 mg three times daily or matching placebo, and they were also

randomised to receive one of the two bandaging treatments and one of two
dressings ...".
Comment: Likely to be adequate sequence generation.
Allocation concealment Low risk Quote: "The [drug] treatments were packaged, supplied, and labelled with
(selection bias) consecutive patient numbers in each centre by the manufacturer ... The dress-
ings and bandages were allocated by opening the correspondingly numbered,
sealed, opaque envelope".
Comment: Achieved.

Blinding (performance Low risk Quote: "The pentoxifylline and placebo tablets looked identical to ensure that

bias and detection bias) the study was double blind with respect to drug".

All outcomes Comment: Achieved.

Incomplete outcome data  Low risk Quote: "Twenty two patients were withdrawn from the trial, 11 in each group,

(attrition bias)

but they were included in the analysis as failure to heal on treatment".

All outcomes Comment: Achieved.
Falanga 1999
Methods RCT; three arm parallel group; double blind; matching placebo.

Participants

129 participants in 14 centres; outpatient clinics.

Inclusion criteria: one or more venous ulcers (>1cm in diameter); venous disease; presence of reflux;
age 18-90; ulcer duration 2 to 24 months; absence of significant arterial insufficiency (ABI > 0.5); ambu-
latory; BMI 90 to 150% of ideal; able to give informed consent.

Exclusion criteria: pregnancy; allergy to xanthines; lumbar sympathectomy within last 3 months; HbAlc
>10%, presence of diabetic or ischaemic ulcers; ulcers with exposed tendon or bone, infected ulcers
needing systemic antibiotics, history of poor compliance with treatment.

Mean Age: Gpl. 60 years, Gp2. 58 years, Gp3. 56 years.

Mean duration of ulcer (months) : Gp1. 6, Gp2. 6, Gp3. 6.

Mean ulcer size: Gpl. 9.6 cm?, Gp2. 11.4 cm?, Gp3. 7.7 cm?,

Mean ABI: Gpl.1.1,Gp2.1.1,Gp3. 1.1.

Interventions

Group 1: (n=45) placebo plus compression (Unna's boot & elastic bandage).
Group 2: (n=41) PTX 400mg tds plus compression.

Group 3: (n=43) PTX 800mg tds plus compression.

Treatment duration: 24 weeks.

Outcomes Median time to healing: Gp1. 100 days, Gp2. 83 days, Gp3. 71 days.
Number healed at 24 weeks (extrapolated from life-analysis): Gpl. 28/45 (63%), Gp2. 31/41 (75%), Gp3.
31/43 (73%).
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Falanga 1999 (Continued)

Side effects: Gp1. 13/45, Gp2. 9/41, Gp3. 15/43.
Withdrawals: (n=32) Gpl. 10/45, Gp2. 11/41, Gp3. 11/43. Reasons: not reported.

Notes Complete healing = healing of all ulcers on reference leg. Intention to treat analysis on all participants
who enrolled, received treatment and attended at least one follow-up visit; 129/131 enrolled. Study
sponsored by drug's manufacturer.

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-  Unclear risk Quote: "The study was a multicenter randomized double blind placebo con-

tion (selection bias) trolled parallel group clinical trial".

Comment: Probably done, although method of sequence generation not de-
scribed.

Allocation concealment Low risk Quote: "The 800mg dose of pentoxifylline was given as two tablets of 400 mg

(selection bias) each, and the total number of tablets (placebo or pentoxifylline) was the same

for all patients. The study drug, pentoxifylline, and the matching placebo
tablets, were provided by Hoechst Marion Roussel".

Comment: likely allocation was concealed as tablets were provided by Compa-
ny.

Blinding (performance Low risk Quote: "The 800mg dose of pentoxifylline was given as two tablets of 400 mg

bias and detection bias) each, and the total number of tablets (placebo or pentoxifylline) was the same

All outcomes for all patients. The study drug, pentoxifylline, and the matching placebo

tablets ...".
Comment: Achieved.
Incomplete outcome data  High risk Quote: "The study enrolled 131 patients at 14 centers, of whom 129 received

(attrition bias)

study treatment and were followed up on at least one occasion (intention to

All outcomes treat population)".
Comment: Two patients were randomised but excluded from analysis.
Herdy 1997
Methods RCT; two arm parallel group; blinding not reported; matching placebo.

Participants

12 participants; setting not reported. Inclusion criteria: venous ulceration.
Exclusion criteria: arterial insufficiency.

Mean age: Gpl. 58 years, Gp2. 56 years.

Mean duration of ulcer: Gpl. 48 months, Gp2. 54 months.

Mean ulcer size: Gpl. 9.6 cm?, Gp2. 6.0 cm?.

No other baseline data reported.

Interventions

Group 1: (n=6) PTX 400mg tds.
Group 2: (n=6) placebo.
Treatment duration: 12 weeks.

Outcomes Reduction in ulcer area (cm?): Gpl. 2.2 cm?, Gp2. 0.4 cm?,
Side effects: Gp1.2/6, Gp2. 0/6.
Withdrawals: nil.
Notes Mean size ulcer favoured control at baseline.
Risk of bias
Pentoxifylline for treating venous leg ulcers (Review) 19
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Herdy 1997 (Continued)

Bias

Authors' judgement  Support for judgement

Random sequence genera-

tion (selection bias)

Unclear risk Quote: "Aisso seguiu-se distribuicao aleatoria dos pacientes selecionados pe-
los gru-pos de testagem (seis pacientes tratados com pentoxifilina e cuidados
gerais) e controle (seis pacientes aos quais se administrou placebo de amido,
alem does cuidados gerais) ... [translation - After that, a random distribution
of the patients selected was done into the testing (six patients treated with
pentoxifylline and general care) and control groups (six patients treated with
starch placebo in addition to general care)".

Comment: Unclear whether mention of "random distribution" related to ran-
dom selection of patients or random allocation of patients.

Allocation concealment Unclear risk Comment: Unclear as method for achieving blinding (which would generally

(selection bias) facilitate allocation concealment if blinding organised through third party) not
reported.

Blinding (performance Unclear risk Quote: "e controle (seis pacientes aos quais se administrou placebo de amido,

bias and detection bias)
All outcomes

alem does cuidados gerais) ... [translation - control groups (six patients treated
with starch placebo in addition to general care)".

Comment: Method for blinding not reported, probably done but cannot be
completely assured.

Incomplete outcome data
(attrition bias)
All outcomes

Low risk Comment: Not reported, although complete case follow appears to be
achieved from reporting of results.

Nikolovska 2002

Methods

RCT; two arm parallel group; open label.

Participants

80 participants; inpatient and outpatient.

Inclusion criteria: Presence of clinical signs of venous ulceration (e.g. hyperpigmentation, lipoder-
matosclerosis, varicosities, oedema), absence of arterial insufficiency (ABI>0.85), evidence of venous
insufficiency (venous refilling time determined by PPG<25 seconds).

Exclusion criteria: Hypersensitivity to methylxanthines, PTX, caffeinated or cola drinks, systemic treat-
ment with corticosteroids, cytotoxics, rutosides, anticoagulant or fibrinolytic agents with the previous
2 montbhs, clinically significant medical conditions that would impair wound healing (renal, hepatic,
haematologic, neurologic, and immunologic diseases), diabetes, infected ulcer, pregnancy or lactation,
presence of ulcer for <2 months, ulcer size <0.75cm?2.

Mean age: Gpl. 61.5 years, Gp2. 61.2 years.

Mean ulcer duration: not reported.

Mean ulcer size: Gpl. 5.1cm2, Gp2. 5.4cm?2

Mean ABI: inadequate data presented.

Interventions

Group 1 (n=40): PTX 400mg tds + hydrocolloid dressing.
Group 2 (n=40): hydrocolloid dressing.
Treatment duration: 24 weeks

Outcomes

Complete healing: Gp1. 23/40 (58%), Gp2. 11/40 (28%).

Side effects: Gp1. 11/40, Gp2. 0/40.

Withdrawals: (n=14), Gp1. 5/40 (13%), Gp2. 9/40 (23%).

Reasons: Side effects (Gp1. 3/40, Gp2. 0/40), infections (Gp1. 0/40, Gp2. 3/40), other medications com-
menced (Gpl. 1/40, Gp2. 3/40), Other (Gp1l. 1/40. Gp2. 3/40)

Notes

If more than one ulcer, largest ulcer selected as reference ulcer. A priori sample size calculation. Pa-
tients were recommended compression, but refused for various reasons, including costs of bandages,
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Nikolovska 2002 (continued)

discomfort whilst wearing bandages, itching, difficulties in applying bandages, and personal conviction

ulcers would not heal when compressed.

Risk of bias

Bias

Authors' judgement  Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Quote: "The study used a prospective, randomized, open, parallel group, com-

parative design ...".

Comment: Baseline table equivalent, but method for achieving randomisation

not reported.

Allocation concealment Unclear risk Comment: Not reported.
(selection bias)
Blinding (performance High risk Quote: "The study used a prospective, randomized, open, parallel group, com-

bias and detection bias)
All outcomes

parative design ...".
Comment: Open label trial, so unblinded.

Incomplete outcome data
(attrition bias)
All outcomes

Low risk Quote: "Fourteen patients were withdrawn from the trial, but they were in-
cluded in the analysis as failure to heal on treatment".

Pizarro 1996

Methods

RCT: four arm parallel group; double blind.

Participants

49 participants; outpatient clinic.

Inclusion criteria: Ulcer >2cm in diameter, chronic venous insufficiency determined using photo-
plethysmography, pneumoplethysmography and ABI.

Exclusion criteria: not reported.

Mean age (years): Gpl. 63, Gp2. 56, Gp3. 61, Gp4. 59.

Mean ulcer duration (months): Gp1. 86, Gp2. 47, Gp3. 112, Gp4. 76.

Mean ulcer size: Not reported.

Mean ABI: Gpl. 1.1, Gp2. 1.0, Gp3. 0.95, Gp4. 0.9.

Interventions

Group 1 (n=12): Traditional healing (daily irrigation with 10% povidone iodine and passive dressing +
single layer compression) + placebo.

Group 2 (n=13): Non-traditional healing (irrigation with saline or Ringer's solution, chlorhexidine 2%
and moist dressing+ single layer compression) + placebo.

Group 3 (n=12): Traditional healing (daily irrigation with 10% povidone iodine and passive dressing +
single layer compression) + PTX 400mg tds.

Group 4 (n=12): Non-traditional healing (irrigation with saline or Ringer's solution, chlorhexidine 2%

and moist dressing+ single layer compression) + PTX400mg tds.

Treatment duration: three months.

Outcomes

Complete healing: Gp1. 1/12 (8%), Gp2. 5/13 (38%), Gp3. 4/12 (33%), Gp4. 7/12 (58%).
Side effects: Not reported.
Withdrawals: Not reported.

Notes

Healing = complete re-epithelialisation of ulcer. 60 participants recruited, but 49 analysed. Reasons for

exclusion from analysis not given, nor could it be determined from which arms participants were ex-

cluded. Single layer compression (type not specified) recommended, but compliance varied between

groups (Gpl. 8/12, Gp2. 11/13, Gp3. 10/12, Gp4. 11/12 compliant with compression).

Risk of bias
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Pizarro 1996 (continued)

Bias Authors' judgement  Support for judgement
Random sequence genera-  Unclear risk Quote: "[From English abstract] A prospective randomized double blind study
tion (selection bias) with placebo group was designed ... [from text] Una vez aceptados para el es-
tudio, se les asigno un numero randomizado que determino su entrada a los
diversos grupos ... [translation] Once patients were accepted for the trial, a
randomised number was assigned to them determining to which group they
would belong".
Comment: method for achieving randomisation not completely clear.
Allocation concealment Unclear risk Comment: Unclear as method for achieving blinding (which would generally
(selection bias) facilitate allocation concealment if blinding organised through third party) not
reported.
Blinding (performance Low risk Quote: "El proceso de medicion de la ulcera fue efectuado por otra Enfermera
bias and detection bias) que desconocia el tipo de tratamiento indicado al paciente ... [translation] A
All outcomes different nurse, who did not have knowledge of the kind of treatment being
applied on the patient, carried out measuring of the ulcers".
Comment: Probably done, although method of double blinding not described.
However, study appears at least to have blinded the outcome assessor.
Incomplete outcome data  High risk Quote: "Originalmente, el estudio se planeo para 60 pacientes, pero por diver-

(attrition bias)
All outcomes

sos motivos se perdieron 11 en el curso del trabajo quedando finalmente 49,
que completaron los 3 meses asignados o cicatrizaron antes ... [translation]
The trial was originally planned for 60 patients; however due to several rea-
sons 11 patients abandoned the study, meaning that finally 49 completed the
set 3 months, unless healing occurred before that".

Comment: 11 patients lost to follow up and excluded from the analysis.

Schiirmann 1986

Methods

RCT; two arm parallel group; single blind; matching placebo.

Participants

24 participants; setting not stated. Inclusion criteria not stated.
Exclusion criteria: taking vasoactive drugs.

Mean ulcer size: Gpl. 5.4 cm?, Gp2. 2.5 cm?.

No other data reported.

Interventions

Group 1: (n=12) pentoxifylline 400mg tds plus compression.
Group 2: (n=12) placebo plus compression.
Treatment duration: 8 weeks.

Outcomes Healing at eight weeks: Gp1. 2/12 (16%), Gp2. 3/12 (25%).
Mean reduction in ulcer size (cm?): Gp1. 2.5, Gp2. 1.1.
Side effects: Gp1. 0/12, Gp2. 2/12.
Nil withdrawals.
Notes Mean ulcer size favoured control at baseline. Type of compression not specified. Blinding not de-
scribed.
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Unclear risk Quote: "Je 12 Patienten erhielten zusatzlich nach einem Ran-
tion (selection bias) domisierungs-schema entweder Placebo (Gruppe A) oder Rentylin (Gruppe B),
Pentoxifylline for treating venous leg ulcers (Review) 22
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Schiirmann 1986 (continued)

entsprechend 1200 mg Pentoxifyllin/die ... [translation] After randomisation
two groups of 12 patients received placebo (group A) or Rentylin (group B) i.e.
1200 mg pentoxifylline per day)".

Comment: method for achieving randomisation not completely clear.

Allocation concealment Unclear risk Comment: Unclear as method for achieving blinding (which would generally

(selection bias) facilitate allocation concealment if blinding organised through third party) not
reported.

Blinding (performance Unclear risk Quote: "[From English abstract] In a single blind controlled study..".

bias and detection bias) Comment: Probably done, although method for achieving single blinding not

All outcomes described, nor who was blinded (e.g. patient or outcome assessor).

Incomplete outcome data  Low risk Comment: Complete case data at baseline and each treatment visit presented

(attrition bias)
All outcomes

for each patient.

Weitgasser 1983

Methods

RCT; two arm parallel group; double blind; matching placebo.

Participants

60 participants; setting not stated.

Inclusion criteria: therapy resistant ulcers of long duration; postthrombotic or varicose ulcers.
Exclusion criteria not reported.

Mean age: Gpl. 57 years, Gp2. 64 years.

No other data reported.

Interventions

Group 1: (n=30) 400mg tds.
Group 2: (n=30) placebo.
Treatment duration: minimum of six weeks and maximum of eight weeks.

Outcomes Good response (operationalised as marked healing tendency indicated by complete closure or consid-
erable reduction in ulcer size): Gp1l. 20/30 (67%), Gp2. 7/29 (24%).
Side effects: Gp1. 1/30, Gp2. 0/29.
Withdrawals: one. Reason: failed to attend follow-up clinic.
Notes Sample may have included participants with co morbidities that influence outcome i.e. diabetes.
Risk of bias
Bias Authors' judgement Support for judgement
Random sequence genera-  Unclear risk Quote: "On entry to the study, patients were allocated to 'Trental' 400 (400 mg
tion (selection bias) pentoxifylline per tablet) or placebo on a random basis".
Comment: method for achieving randomisation not completely clear.
Allocation concealment Unclear risk Comment: Unclear as method for achieving blinding (which would generally
(selection bias) facilitate allocation concealment if blinding organised through third party) not
reported.
Blinding (performance Low risk Quote: "Both preparations were made available in identical packaging with-
bias and detection bias) out external distinguishing marks and these were numbered in a coded se-
All outcomes quence".
Comment: Achieved.
Incomplete outcome data  High risk Quote: Treatment was completed in 59 cases (30 on pentoxifylline, 29 on
(attrition bias) placebo). One female patient receiving placebo attended only one control ses-
Pentoxifylline for treating venous leg ulcers (Review) 23
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All outcomes

sion and was assessed as a drop-out ... [table 1] * 1 patient excluded from as-
sessment".
Comment: One patient excluded from analysis.

Characteristics of excluded studies [ordered by study ID]

Study

Reason for exclusion

Angelides 1989

Uncontrolled open trial.

Angelides 1992

Group allocation not randomised; ulcers related to thalassaemia major not venous insufficiency.

Chodynicka 1999

Uncontrolled open trial.

de Freitas 1995

Uncontrolled open trial.

de Sanctis 2002

Not possible to determine if the participants in the trial are independent of Belcaro 2002, ora 12
month report of the same participants. Further information sought from the corresponding author,
but he is unwilling to have his data contribute to a meta-analysis.

Dvorkin 1985

Uncontrolled open trial.

Galbiati 1987

Uncontrolled open trial.

Herger 1986

Uncontrolled open trial; any leg ulcer included.

Koshkin 1996

Uncontrolled open trial.

Krstic 1979

Uncontrolled open trial.

Marchitelli 1992

Conference abstract. More information required to determine if the study meets the inclusion crite-
ria, but have not been able to locate author and no reply from letter sent to address for correspon-
dence.

Mirshahi 1995

Outcome not meaningful to patients: physiological assay of fibrin and elastase production.

Palomares 1991

Uncontrolled open trial.

Pemler 1979

Uncontrolled open trial.

Trattner 1996

Uncontrolled open trial.

Weitgasser 1982

Uncontrolled open trial.

DATA AND ANALYSES
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Comparison 1. 01 Pentoxifylline (Overall)

Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants
101 Healing or significant improvement 11 841 Risk Ratio (M-H, Random, 95% Cl)  1.70[1.30, 2.24]
2 Sensitivity analysis: excluding open or single 9 737 Risk Ratio (M-H, Fixed, 95% Cl) 1.60[1.38,1.85]
blind studies
3 Sensitivity analysis: excluding trials with short 6 693 Risk Ratio (M-H, Fixed, 95% Cl) 1.55[1.34, 1.80]

treatment duration

4 Sensitivity analysis: excluding trials that did 9 751 Risk Ratio (M-H, Fixed, 95% CI) 1.56[1.34, 1.80]
not report healing only as an outcome

5 Sensitivity analysis: excluding trials not using 7 659 Risk Ratio (M-H, Fixed, 95% Cl) 1.51[1.30,1.76]
compression

6 Sensitivity analysis: excluding trials that re- 7 517 Risk Ratio (M-H, Fixed, 95% Cl) 1.30[1.10, 1.54]
cruited hard-to-heal patients only

7 Side effects 9 629 Risk Ratio (M-H, Fixed, 95% Cl) 1.56[1.10, 2.22]

Analysis 1.1. Comparison 1 01 Pentoxifylline (Overall), Outcome 1 01 Healing or significant improvement.

Study or subgroup Pentoxifylline Control Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Arenas 1988 7/18 3/12 — 4.53% 1.56[0.5,4.86]
Barbarino 1992 4/6 1/6 + > 1.92% 4[0.61,26.12]
Belcaro 2002 55/84 24/88 — 15.26% 2.4[1.65,3.49]
Colgan 1990 23/38 12/42 —t 11.6% 2.12[1.23,3.65]
Dale 1999 65/101 52/99 e 18.45% 1.23[0.97,1.55]
Falanga 1999 61/86 28/45 e 17.83% 1.14[0.87,1.49]
Herdy 1997 0/6 0/6 Not estimable
Nikolovska 2002 23/40 11/40 s 11.08% 2.09[1.18,3.69]
Pizarro 1996 11/21 6/19 . 7.82% 1.66[0.76,3.61]
Schiirmann 1986 2/12 3/12 2.56% 0.67[0.13,3.3]
Weitgasser 1983 20/30 7/30 . — 8.94% 2.86[1.42,5.73]
Total (95% CI) 442 399 <o 100% 1.7[1.3,2.24]
Total events: 271 (Pentoxifylline), 147 (Control)
Heterogeneity: Tau?=0.09; Chi?=22.54, df=9(P=0.01); 1*=60.07%
Test for overall effect: Z=3.83(P=0)
Favours control ~ 0.1 02 05 1 2 5 10 Favours PTX
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Analysis 1.2. Comparison 1 01 Pentoxifylline (Overall), Outcome
2 Sensitivity analysis: excluding open or single blind studies.

Study or subgroup Pentoxifylline Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Arenas 1988 7/18 3/12 —_—nt 2.53% 1.56[0.5,4.86]
Barbarino 1992 4/6 1/6 . ) 0.7% 4[0.61,26.12]
Belcaro 2002 55/84 24/88 — 16.51% 2.4[1.65,3.49]
Colgan 1990 23/38 12/42 — 8.03% 2.12[1.23,3.65]
Dale 1999 65/101 52/99 - 36.98% 1.23[0.97,1.55]
Falanga 1999 61/86 28/45 T 25.89% 1.14[0.87,1.49]
Herdy 1997 0/6 0/6 Not estimable
Pizarro 1996 11/21 6/19 s a— 4.44% 1.66[0.76,3.61]
Weitgasser 1983 20/30 7/30 —_— 4.93% 2.86[1.42,5.73]
Total (95% CI) 390 347 ¢ 100% 1.6[1.38,1.85]
Total events: 246 (Pentoxifylline), 133 (Placebo)
Heterogeneity: Tau?=0; Chi?=20.22, df=7(P=0.01); 1>=65.37%
Test for overall effect: Z=6.17(P<0.0001) ‘ ‘ ‘ ‘ ‘ ‘
Favours placebo 0.1 02 05 12 5 10 Favours PTX
Analysis 1.3. Comparison 1 01 Pentoxifylline (Overall), Outcome 3
Sensitivity analysis: excluding trials with short treatment duration.
Study or subgroup Pentoxifylline Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Arenas 1988 7/18 3/12 2.6% 1.56[0.5,4.86]
Belcaro 2002 55/84 24/88 — 16.9% 2.4[1.65,3.49]
Colgan 1990 23/38 12/42 e S— 8.22% 2.12[1.23,3.65]
Dale 1999 65/101 52/99 —— 37.86% 1.23[0.97,1.55]
Falanga 1999 61/86 28/45 T 26.5% 1.14[0.87,1.49]
Nikolovska 2002 23/40 11/40 . e— 7.93% 2.09[1.18,3.69]
Total (95% Cl) 367 326 L 2 100% 1.55[1.34,1.8]
Total events: 234 (Pentoxifylline), 130 (Placebo)
Heterogeneity: Tau?=0; Chi*=16.56, df=5(P=0.01); 1>=69.8%
Test for overall effect: Z=5.74(P<0.0001)
Favours placebo 0.2 0.5 1 2 5 Favours PTX

Analysis 1.4. Comparison 1 01 Pentoxifylline (Overall), Outcome 4 Sensitivity

analysis: excluding trials that did not report healing only as an outcome.

Study or subgroup Pentoxifylline Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Barbarino 1992 4/6 1/6 * } 0.69% 4[0.61,26.12]
Belcaro 2002 55/84 24/88 — 16.12% 2.4[1.65,3.49]
Colgan 1990 23/38 12/42 —— 7.84% 2.12[1.23,3.65]
Dale 1999 65/101 52/99 i 36.11% 1.23[0.97,1.55]
Falanga 1999 61/86 28/45 e 25.28% 1.14[0.87,1.49]
Favours placebo 0.2 0.5 1 2 5 Favours PTX
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Study or subgroup Pentoxifylline Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Herdy 1997 0/6 0/6 Not estimable
Nikolovska 2002 23/40 11/40 e 7.56% 2.09[1.18,3.69]
Pizarro 1996 11/21 6/19 I B S— 4.33% 1.66[0.76,3.61]
Schiirmann 1986 2/12 3/12 + 2.06% 0.67[0.13,3.3]
Total (95% CI) 394 357 <& 100% 1.56[1.34,1.8]
Total events: 244 (Pentoxifylline), 137 (Placebo)
Heterogeneity: Tau?=0; Chi*=18.69, df=7(P=0.01); 1>=62.54%
Test for overall effect: Z=5.87(P<0.0001) ‘ ‘ ‘ ‘

Favours placebo 0.2 0.5 1 2 5 Favours PTX

Analysis 1.5. Comparison 1 01 Pentoxifylline (Overall), Outcome
5 Sensitivity analysis: excluding trials not using compression.

Study or subgroup Pentoxifylline Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Barbarino 1992 4/6 1/6 - } 0.74% 4[0.61,26.12]
Belcaro 2002 55/84 24/88 — 17.44% 2.4[1.65,3.49]
Colgan 1990 23/38 12/42 —_— 8.48% 2.12[1.23,3.65]
Dale 1999 65/101 52/99 —— 39.07% 1.23[0.97,1.55]
Falanga 1999 61/86 28/45 T 27.35% 1.14[0.87,1.49]
Pizarro 1996 11/21 6/19 I 4.69% 1.66[0.76,3.61]
Schiirmann 1986 2/12 3/12 2.23% 0.67[0.13,3.3]
Total (95% CI) 348 311 & 100% 1.51[1.3,1.76]
Total events: 221 (Pentoxifylline), 126 (Placebo)
Heterogeneity: Tau?=0; Chi*=16.8, df=6(P=0.01); 1°=64.29%
Test for overall effect: Z=5.31(P<0.0001)

Favours placebo 0.2 0.5 1 2 5 Favours PTX

Analysis 1.6. Comparison 1 01 Pentoxifylline (Overall), Outcome 6 Sensitivity
analysis: excluding trials that recruited hard-to-heal patients only.

Study or subgroup Pentoxifylline Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Arenas 1988 7/18 3/12 —— 3.18% 1.56[0.5,4.86]
Dale 1999 65/101 52/99 - 46.4% 1.23[0.97,1.55]
Falanga 1999 61/86 28/45 —a— 32.48% 1.14[0.87,1.49]
Herdy 1997 0/6 0/6 Not estimable
Nikolovska 2002 23/40 11/40 —_— 9.72% 2.09[1.18,3.69]
Pizarro 1996 11/21 6/19 —_ 5.57% 1.66[0.76,3.61]
Schiirmann 1986 2/12 3/12 2.65% 0.67[0.13,3.3]
Total (95% CI) 284 233 <& 100% 1.3[1.1,1.54]
Total events: 169 (Pentoxifylline), 103 (Placebo)
Heterogeneity: Tau?=0; Chi>=5.01, df=5(P=0.41); 1>=0.29%
Test for overall effect: Z=3.11(P=0)
Favours placebo 0.2 0.5 1 2 5 Favours PTX
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Analysis 1.7. Comparison 1 01 Pentoxifylline (Overall), Outcome 7 Side effects.

Study or subgroup Pentoxifylline Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Arenas 1988 5/18 0/12 ) 1.52% 7.53[0.45,124.74]
Barbarino 1992 2/6 1/6 —_— 2.56% 2[0.24,16.61]
Colgan 1990 17/38 14/42 - 34.11% 1.34[0.77,2.34]
Dale 1999 4/101 3/99 —_— 7.77% 1.31[0.3,5.69]
Falanga 1999 24/86 13/45 —— 43.77% 0.97[0.55,1.71]
Herdy 1997 2/6 0/6 + ) 1.28% 5[0.29,86.43]
Nikolovska 2002 11/40 0/40 —) 1.28% 23[1.4,377.52]
Schiirmann 1986 0/12 2/12 4 6.41% 0.2[0.01,3.77]
Weitgasser 1983 1/30 0/30 + ) 1.28% 3[0.13,70.83]
Total (95% Cl) 337 292 L 2 100% 1.56[1.1,2.22]
Total events: 66 (Pentoxifylline), 33 (Placebo)
Heterogeneity: Tau?=0; Chi*=10.53, df=8(P=0.23); 1>=24.06%
Test for overall effect: Z=2.47(P=0.01)
Favours placebo ~ 0.02 0.1 1 10 50 Favours PTX
Comparison 2. 02 Pentoxifylline with compression
Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants
101 Complete healing 7 659 Risk Ratio (M-H, Random, 95% CI) 1.56[1.14,2.13]
2 01 Sensitivity analysis: hard-to-heal 3 264 Risk Ratio (M-H, Fixed, 95% Cl) 2.36[1.74,3.19]
patients
3 Sensitivity analysis: normal healing 4 395 Risk Ratio (M-H, Fixed, 95% Cl) 1.20[1.01,1.43]
patients
Analysis 2.1. Comparison 2 02 Pentoxifylline with compression, Outcome 1 01 Complete healing.
Study or subgroup Pentoxifylline Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Barbarino 1992 4/6 1/6 ) 2.51% 4[0.61,26.12]
Belcaro 2002 55/84 24/88 —— 20.24% 2.4[1.65,3.49]
Colgan 1990 23/38 12/42 — 15.32% 2.12[1.23,3.65)
Dale 1999 65/101 52/99 —-— 24.57% 1.23[0.97,1.55]
Falanga 1999 61/86 28/45 - 23.72% 1.14[0.87,1.49]
Pizarro 1996 11/21 6/19 —_ 10.29% 1.66[0.76,3.61]
Schiirmann 1986 2/12 3/12 3.35% 0.67[0.13,3.3]
Total (95% Cl) 348 311 L 2 100% 1.56[1.14,2.13]
Total events: 221 (Pentoxifylline), 126 (Placebo)
Favours placebo 0.1 02 05 1 2 5 10 Favours PTX
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Study or subgroup Pentoxifylline Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Heterogeneity: Tau?=0.09; Chi*=16.8, df=6(P=0.01); 1>=64.29%
Test for overall effect: Z=2.81(P=0)
Favours placebo 0.1 02 05 12 5 10 Favours PTX

Analysis 2.2. Comparison 2 02 Pentoxifylline with compression,
Outcome 2 01 Sensitivity analysis: hard-to-heal patients.

Study or subgroup Pentoxifylline Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Barbarino 1992 4/6 1/6 2.79% 4[0.61,26.12]
Belcaro 2002 55/84 24/88 -.- 65.4% 2.4[1.65,3.49]
Colgan 1990 23/38 12/42 —— 31.81% 2.12[1.23,3.65]
Total (95% Cl) 128 136 L 2 100% 2.36[1.74,3.19]
Total events: 82 (Pentoxifylline), 37 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.46, df=2(P=0.79); 1>=0%
Test for overall effect: Z=5.51(P<0.0001)

Favours placebo 005 02 1 5 20 Favours PTX

Analysis 2.3. Comparison 2 02 Pentoxifylline with compression,
Outcome 3 Sensitivity analysis: normal healing patients.

Study or subgroup Pentoxifylline Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Dale 1999 65/101 52/99 +.— 53.27% 1.23[0.97,1.55]
Falanga 1999 61/86 28/45 1m 37.29% 1.14[0.87,1.49]
Pizarro 1996 11/21 6/19 —_— 6.39% 1.66[0.76,3.61]
Schiirmann 1986 2/12 3/12 3.04% 0.67[0.13,3.3]
Total (95% CI) 220 175 & 100% 1.2[1.01,1.43]

Total events: 139 (Pentoxifylline), 89 (Placebo)
Heterogeneity: Tau?=0; Chi*=1.36, df=3(P=0.71); 1>=0%
Test for overall effect: Z=2.1(P=0.04)

0.1 02 0.5 1 2 5 10

Favours placebo Favours PTX

Comparison 3. 03 Pentoxifylline without compression

Outcome or subgroup title No. of No. of par- Statistical method Effect size
studies ticipants
101 Complete healing or significant improve- 4 182 Risk Ratio (M-H, Fixed, 95% Cl) 2.25[1.49, 3.39]

ment
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Analysis 3.1. Comparison 3 03 Pentoxifylline without compression,
Outcome 1 01 Complete healing or significant improvement.

Study or subgroup Pentoxifylline Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Arenas 1988 7/18 3/12 —_— 16.67% 1.56[0.5,4.86]
Herdy 1997 0/6 0/6 Not estimable
Nikolovska 2002 23/40 11/40 —i— 50.93% 2.09[1.18,3.69]
Weitgasser 1983 20/30 7/30 —— 32.41% 2.86[1.42,5.73]
Total (95% CI) 94 88 - 100% 2.25[1.49,3.39]
Total events: 50 (Pentoxifylline), 21 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.92, df=2(P=0.63); 1>=0%
Test for overall effect: Z=3.88(P=0)

Favours placebo 01 02 05 12 10 Favours PTX

Comparison 4. 04 Pentoxifylline vs defibrotide

Outcome or subgroup title No. of No. of par- Statistical method Effect size

studies ticipants
101 Complete healing at 3 months 1 Risk Ratio (M-H, Fixed, 95% CI) 1.12[0.81, 1.55]

Analysis 4.1. Comparison 4 04 Pentoxifylline vs defibrotide, Outcome 1 01 Complete healing at 3 months.

Study or subgroup Pentoxifylline Defibrotide Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Apollonio 1992 11/12 9/11 .— 100% 1.12[0.81,1.55]
Total (95% C1) 12 1 <> 100% 1.12[0.81,1.55]

Total events: 11 (Pentoxifylline), 9 (Defibrotide)
Heterogeneity: Not applicable
Test for overall effect: Z=0.68(P=0.5)

Favours defibrotide

ADDITIONAL TABLES

10

Favours pentox.
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Table 1. Quality assessment by trial

Trial ID: pts [/ arm Incl/excl Power Randomisation Alloca- Baseline equiva- Blinding Outcomes ITT Analysis
criteria calc. tion lence
concealed
Weitgasser 1983: 60 Yes / No Not re- Method not report-  Unclear Comparable for Double Appropriate No - one pt withdrew and
ptsin two arms ported ed age and sex, but no (healing re- was excluded from the
other data report- sponse oper- analysis
ed ationally de-
fined as good,
satisfactory,
no change or
worse
Schiirmann 1986:24  No/Yes Not re- Method not report-  Unclear Mean ulcer size Single Appropriate (ul-  Not reported - no with-
ptsin2arms ported ed favoured control cersize atbase- drawals
group. Other infor- line and trial
mation reported completion re-
ported
Arenas 1988: 30 pts No / Yes Not re- Method not report-  Unclear Not reported Double Appropriate No - five pts withdrew and
in 2 arms ported ed (healing re- were excluded from the
sponse oper- analysis
ationally de-
fined as heal-
ing & significant
improvement,
improvement,
no change or
worse
Colgan 1990: 80 pts Yes / No Not re- Randomisation by Unclear Yes Double Appropriate - Not reported but with-
in2arms ported balanced blocks of numbers of ul- drawals included in re-
eightin separate cers healed sults as treatment failures
lists for each centre
Apollonio 1992 Yes / Yes Not re- Method not report-  Unclear Yes Not re- Appropriate - Not reported but no with-
ported ed ported numbers of ul- drawals
cers healed
Barbarino 1992: 12 Yes / Yes Not re- Method not report-  Unclear Yes Double Appropriate Not reported but no with-
ptsin2arms ported ed - ulcer size at drawals
baseline and
trial conclusion
reported
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Table 1. Quality assessment by trial (continued)

Pizarro 1996: 60 pts Yes /No Not re- Method not report-  Unclear Mean ulcer du- Double Appropriate - No - 11 pts excluded, but
in 4 arms ported ed ration and ABI number of ul- not reported from which
favoured control cers healed groups
group
Herdy 1997:12 ptsin  Yes/Yes Not re- Method not report-  Unclear Mean ulcer size Not re- Appropriate Not reported, but no with-
2arms ported ed favoured control ported - ulcer size at drawals
group and mean baseline and
ulcer duration trial completion
favoured PTX group
Dale 1999:200 ptsin  Yes/Yes Yes Sequential sealed Adequate Yes Double Appropriate - Yes
2 arms within a fac- envelopes numbers of ul-
torial trial cers healed
Falanga 1999:131pts  Yes/Yes Yes Method of ran- Adequate:  Mean ulcer size Double Appropriate - No - 2 pts excluded
in3arms domisation notre-  randomi- favoured PTX numbers of ul-
ported sation by 2400mg and place- cers healed (but
pharma- bo groups numbers ex-
ceutical trapolated from
company life analysis ta-
ble)
Belcaro 2002: 172 pts ~ Yes/Yes Not re- Method not report-  Unclear Yes Double Appropriate - No - 12 pts excluded from
in 2 arms ported ed but followed numbers of ul- the analysis
same method as cers healed
Colgan
Nikolovska 2002: 80 Yes / Yes Yes Method not report-  Unclear Yes Open label  Appropriate - Not reported but with-
ptsin2arms ed numbers of ul- drawals included in analy-
cers healed sis
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APPENDICES

Appendix 1. Search strategy - fourth update 2010

For this fourth update we searched the following electronic databases:

Cochrane Wounds Group Specialised Register (Searched 13/5/09);

The Cochrane Central Register of Controlled Trials (CENTRAL) - The Cochrane Library Issue 2 2009;
Ovid MEDLINE - 1950 to May Week 1 2009;

Ovid EMBASE - 1980 to 2009 Week 19;

Ovid CINAHL - 1982 to May Week 2 2009.

The following search strategy was used in The Cochrane Central Register of Controlled Trials (CENTRAL):

#1 MeSH descriptor Leg Ulcer explode all trees

#2 (varicose NEXT ulcer*) or (venous NEXT ulcer*) or (leg NEXT ulcer*) or (foot NEXT ulcer*) or (stasis NEXT ulcer*) or ((lower NEXT extremit*)
NEAR/2 ulcer*):ti,ab,kw

#3 (#1 OR #2)

#4 MeSH descriptor Pentoxifylline explode all trees

#5 pentoxifylline or oxpentifylline

#6 trental or torental or techlon or tarontal or sipental or hemovas or harine or felxital or elorgan or ebisan or ceretal or azupentat or artal
#7 (#4 OR #5 OR #6)

#8 (#3 AND #7)

The search strategies for Ovid MEDLINE, Ovid EMBASE and Ovid CINAHL can be found in Appendix 2, Appendix 3 and Appendix 4
respectively. The Ovid MEDLINE search was combined with the Cochrane Highly Sensitive Search Strategy for identifying randomised trials
in MEDLINE: sensitivity- and precision-maximizing version (2008 revision); Ovid format. The EMBASE and CINAHL searches were combined
with the trial filters developed by the Scottish Intercollegiate Guidelines Network (SIGN). We did not apply any date or language restrictions.

Appendix 2. Ovid MEDLINE search strategy

1 exp Leg Ulcer/

2 (varicose ulcer* or venous ulcer* or leg ulcer* or foot ulcer* or (feet adj ulcer*) or stasis ulcer* or (lower extremit* adj ulcer*) or crural
ulcer* or ulcus cruris).ti,ab.

3o0r/1-2

4 exp Pentoxifylline/

5 (pentoxifylline or oxpentifylline).ti,ab.

6 (trental or torental or techlon or tarontal or sipental or hemovas or harine or felxital or elorgan or ebisan or ceretal or azupentat or
artal).ti,ab. (312)

7 or/4-6

83and7

Appendix 3. Ovid EMBASE search strategy

1 exp Leg Ulcer/

2 (varicose ulcer* or venous ulcer* or leg ulcer* or foot ulcer* or (feet adj ulcer*) or stasis ulcer* or (lower extremit* adj ulcer*) or crural
ulcer* or ulcus cruris).ti,ab.

3o0r/1-2

4 exp Pentoxifylline/

5 (pentoxifylline or oxpentifylline).ti,ab.

6 (trental or torental or techlon or tarontal or sipental or hemovas or harine or felxital or elorgan or ebisan or ceretal or azupentat or
artal).ti,ab. (182)

7 or/4-6

83and7

Appendix 4. EBSCO CINAHL search strategy

S9 S4 and S8

S8 S50rS6orS7

S7 Tl ( trental or torental or techlon or tarontal or sipental or hemovas or harine or felxital or elorgan or ebisan or ceretal or azupentat
or artal ) or AB ( trental or torental or techlon or tarontal or sipental or hemovas or harine or felxital or elorgan or ebisan or ceretal or
azupentat or artal )

S6 TI ( pentoxifylline or oxpentifylline ) or AB ( pentoxifylline or oxpentifylline )

S5 (MH "Pentoxifylline")

Pentoxifylline for treating venous leg ulcers (Review) 33
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S4SlorS2orS3

S3 TI (lower extremit* and ulcer* ) or AB ( lower extremit* and ulcer*)

S2 Tl ( varicose ulcer* or venous ulcer* or leg ulcer® or foot ulcer* or stasis ulcer* or crural ulcer* or ulcus cruris ) or AB ( varicose ulcer* or
venous ulcer* or leg ulcer* or foot ulcer* or stasis ulcer* or crural ulcer* or ulcus cruris )

S1(MH "Leg Ulcer+")

Appendix 5. Criteria for a judgment of ‘yes’ for the sources of bias
1. Was the allocation sequence randomly generated?
low risk of bias

The investigators describe a random component in the sequence generation process such as: referring to a random number table; using a
computer random number generator; coin tossing; shuffling cards or envelopes; throwing dice; drawing of lots.

high risk of bias

The investigators describe a non-random component in the sequence generation process. Usually, the description would involve some
systematic, non-random approach, for example: sequence generated by odd or even date of birth; sequence generated by some rule based
on date (or day) of admission; sequence generated by some rule based on hospital or clinic record number.

Unclear

Insufficient information about the sequence generation process to permit judgement of ‘Yes’ or ‘No’.

2. Was the treatment allocation adequately concealed?
low risk of bias

Participants and investigators enrolling participants could not foresee assignment because one of the following, or an equivalent
method, was used to conceal allocation: central allocation (including telephone, web-based and pharmacy-controlled randomisation);
sequentially-numbered drug containers of identical appearance; sequentially-numbered, opaque, sealed envelopes.

high risk of bias

Participants or investigators enrolling participants could possibly foresee assignments and thus introduce selection bias, such as allocation
based on: usingan open random allocation schedule (e.g. a list of random numbers); assignment envelopes were used without appropriate
safeguards (e.g. if envelopes were unsealed or non opaque or not sequentially numbered); alternation or rotation; date of birth; case record
number; any other explicitly unconcealed procedure.

Unclear

Insufficient information to permit judgement of ‘Yes’ or ‘No’. This is usually the case if the method of concealment is not described or not
described in sufficient detail to allow a definite judgement, for example if the use of assignment envelopes is described, but it remains
unclear whether envelopes were sequentially numbered, opaque and sealed.

3. Blinding was knowledge of the allocated interventions adequately prevented during the study?
low risk of bias

Any one of the following:

« No blinding, but the review authors judge that the outcome and the outcome measurement are not likely to be influenced by lack of
blinding.
« Blinding of participants and key study personnel ensured, and unlikely that the blinding could have been broken.

« Either participants or some key study personnel were not blinded, but outcome assessment was blinded and the non-blinding of others
unlikely to introduce bias

high risk of bias
Any one of the following:
« Noblinding or incomplete blinding, and the outcome or outcome measurement is likely to be influenced by lack of blinding.

« Blinding of key study participants and personnel attempted, but likely that the blinding could have been broken.
« Either participants or some key study personnel were not blinded, and the non-blinding of others likely to introduce bias.

Unclear

Any one of the following:
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« Insufficient information to permit judgement of ‘Yes’ or ‘No’.
« The study did not address this outcome.

4. Were incomplete outcome data adequately addressed?
low risk of bias

Any one of the following:

« No missing outcome data.
« Reasons for missing outcome data unlikely to be related to true outcome (for survival data, censoring unlikely to be introducing bias).
« Missing outcome data balanced in numbers across intervention groups, with similar reasons for missing data across groups.

« Fordichotomous outcome data, the proportion of missing outcomes compared with observed event risk not enough to have a clinically
relevant impact on the intervention effect estimate.

« For continuous outcome data, plausible effect size (difference in means or standardised difference in means) among missing outcomes
not enough to have a clinically relevant impact on observed effect size.

« Missing data have been imputed using appropriate methods.

high risk of bias

Any one of the following:

« Reason for missing outcome data likely to be related to true outcome, with either imbalance in numbers or reasons for missing data
across intervention groups.

« For dichotomous outcome data, the proportion of missing outcomes compared with observed event risk enough to induce clinically
relevant bias in intervention effect estimate.

« For continuous outcome data, plausible effect size (difference in means or standardized difference in means) among missing outcomes
enough to induce clinically relevant bias in observed effect size.

« ‘As-treated’ analysis done with substantial departure of the intervention received from that assigned at randomisation.
« Potentially inappropriate application of simple imputation.

Unclear

Any one of the following:

« Insufficient reporting of attrition/exclusions to permit judgement of ‘Yes’ or ‘No’ (e.g. number randomized not stated, no reasons for
missing data provided).
o The study did not address this outcome.

WHAT'S NEW

Date Event Description
25 October 2012 New search has been performed New search, no additional studies identified.
25 October 2012 New citation required but conclusions Fifth update, no change to conclusions.

have not changed

HISTORY

Protocol first published: Issue 2, 1999
Review first published: Issue 1, 2000

Date Event Description
7 December 2010 New search has been performed New search, no additional studies identified, no change to con-
clusions.
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Date Event Description
11 August 2009 Amended Contact details updated.
13 March 2009 New search has been performed New search, no new studies identified; two studies previously

awaiting assessment now added to the table of Excluded studies
(n=16). No change to conclusions.

3 September 2008 Amended Converted to new review format.
5 April 2007 New citation required and conclusions Substantive amendment. For this second update, published in
have changed the Cochrane Library, Issue 3, 2007, new searches were carried

out in (February 2007). 5 new studies identified, 3 were included
in this review (Pizarro, Belcaro and Nikolovska). We are awaiting
further information on 2 studies (De Sanctis and Marchitelli). We
have received information about a possible negative trial that re-
mains unpublished (possibly called the PRIDE study). However,
further inquiries to the sources of this information have retrieved
no additional details to assist in locating the study and a search
of the manufacturer's database (including conference presen-
tations) has not identified any such trial. Five additional studies
were added to the Table of Excluded studies (n=14).

4 April 2001 New citation required and conclusions For this first update new searches were carried out in (April

have changed 2001). 14 citations to 9 studies were included in the review. 7 ad-
ditional studies were excluded (total n =9) including trials by
Galbiati (Italian language) and Chodynicka (Polish language). We
have added a table summarising sensitivity analyses performed
to assess the robustness of the results to the exclusion of partic-
ular trials. The first update of this review was published in the
Cochrane Library, Issue 1, 2002.
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